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Description 

[0001] This invention relates to new chemical compounds. These compounds find particular but not exclusive use 
as pharmaceuticals, especially as CCR5 antagonists and agonists. 

[0002] This invention also relates to formulations or dosage forms including these compounds, to use of these com- 
pounds in manufacture of pharmaceutical formulations or dosage forms and methods of treatment, especially treatment 
of anti-inflammatory diseases and conditions and in the treatment and prevention of HIV-1 and genetically related 
retroviral infections. 

[0003] The compositions of matter of the present invention may be modulators of the activity of chemokine CCR5 
receptors, particularly those which occur on the surfaces of certain cells within the human body. Modulators of CCR5 
receptor activity may be useful in the treatment and prevention of various inflammatory diseases and conditions, and 
in the treatment and prevention of infection by HIV-1 and genetically related retroviruses. 

[0004] The name "chemokine" , is a contraction of "chemo tactic cyt okines '. The chemokines comprise a large family 
of proteins which have in common important structural features and which have the ability to attract leukocytes. As 
leukocyte chemotactic factors, chemokines play an indispensable role in the attraction of leukocytes to various tissues 
of the body, a process which is essential for both inflammation and the body's response to infection. Because chem- 
okines and their receptors are central to the pathophysiology of inflammatory and infectious diseases, agents which 
are active in modulating, for example agonising or antagonizing, the activity of chemokines and their receptors, are 
useful in therapeutic treatment. 

[0005] The chemokine receptor CCR5 is of particular importance in the context of treating inflammatory and infectious 
diseases. CCR5 is a receptor for chemokines, especially for the macrophage inflammatory proteins (MIP) designated 
MIP-1aand MIP-1p, and for a protein which is regulated upon activation and is normal T-cell expressed and secreted 
(RANTES). The relationship between modulators, especially antagonists of CCR5 activity and therapeutic usefulness 
in treating inflammation and HIV infection, and the manner in which such a relationship may be demonstrated, is 
25 explained in more detail further below. 

[0006] There is ongoing in the art a substantial investigation of different classes of modulators of chemokine receptor 
activity, especially that of the CCR5 chemokine receptor. A representative disclosure is Mills et al. WO 98/2561 7 relating 
to substituted aryl piperazines as modulators of chemokine receptor activity. However, the compositions described 
therein are not the same as, nor suggestive of those of the present invention. Further disclosures are WO 98/025605 
30 WO 98/025604; WO 98/0021 51 ; WO 98/004554; and WO 97/024325. 

[0007] The present invention relates to compounds which may be conveniently considered to have four independently 
variable regions, reading from the left-hand side to right-hand side of said compound: R. flinn a R_ BR- v and 
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Region^ of Formula (I): ^™ ' r ' ' eg,on 

t R egion <*] " P eg ion Pi " Pegion Yl " Pegion S J 0) 

and pharmaceutical^ acceptable salts and prodrug derivatives thereof. The compounds of the present invention 
may be selective CCR5 receptor modulators and are non-peptidyl in structure. 

[0008] The compounds as exemplified by Formula (I) may contain one or more stereogenic centers and the present 
invention includes the recited compounds in both their separated and their unseparated forms. The separated forms 
can be obtained by conventional means, e.g., by asymmetric synthesis, by using high performance liquid chromatog- 
raphy employing a chiral stationary phase, or by chemical resolution Wathe formation of suitable salts or derivatives. 
It will be understood that the separate optically active forms of the compositions of the present invention, as well as 
racemic mixtures thereof, will usually vary with respect to their biological properties because of the chirality^lependent 
conformation of the active site of an enzyme , receptor, etc. 

[0009] The description which follows provides details of the particular moieties which comprise each of said R e jons . 
In order to present said details in an orderly and space-saving fashion, each major group in each Region is set out 
with a single dash (" - "), and each successive subdivision within each said group is set out in turn with two. three, etc. 
dashes as required. 

[0010] In this specification and claims a reference to a range or class of groups for example (C 1 -C 3 )alkyl is to be 
understood as an express disclosure and reference of each member of the range or class, including isomers. 
[0011] According to the present invention there is provided a compound of Formula (I); 

[ R egion «1 " Pegion Pi ~ Pegbn H ' [Region «J (I) 
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wherein [Region a 3 is selected from the group consisting of: 
A. Aryl heterocyclyl substituent components comprising: 
5 1 . hetero-phenylmethylene moieties of partial Formula (1 .0.0): 



10 



15 



20 



25 




(1-0.0) 



wherein: the symbol indicates the point of attachment of the moiety of partial Formula (1 .0.0) to R^j^ 
p, as hereinafter defined; 

R 5 is a member selected from the group consisting of a direct bond; -O-; -C(=0)-; -NR 4 -; and -S(=0) p -; 
where: 

— R 4 is hydrogen or (C,.C 2 )alkyl; 



— R 6 is a member selected from the group consisting of hydrogen; (C v C 2 )alkyl; (C 1 .C 2 )alkoxy; -CN; -OH; 
and -C(=0)NH 2 ; 

30 — j is an integer selected from 0, 1 , and 2; 

— m is an integer selected from 0, 1 , and 2; 

— R 7 and R 8 are each a member selected from the group consisting of -F: -CI; -C0 2 R 4 ; -OH; -CN; 
-CONR 4 a R 4 b ; -NR 4 a R 4 b -; -NR 4 a C(=0)R 4 b ; -NR 4 a C(=0)OR 4 b ; -NR 4 a S(=0) p R 4 b ; -S^O^NR 4 ^; 
(C 1 .C 4 )alkyl, and (C^C^alkoxy wherein said alky I and alkoxy are each substituted with 0 to 3 substituents 

35 independently selected from F and CI; (C^CgJalkoxycarbonyl; (C 1 .C 2 )alkylcarbonyl; and (C-,_C 2 )alkylcar- 

bonyloxy; where: 

— p is an integer selected from 0, 1 , and 2; 

40 — F^ a and R 4 b are each independently selected from hydrogen and (C^C^alkyl; 

— the moiety represented by partial Formula (1 .0.1 ): 



45 



so 



(1.0.1) 



in partial Formula (1 .0.0) represents a monocyclic heterocyclic group, or a bicyclic benzo-f used ring system 
containing said heterocyclic group wherein said heterocyclic group contains a total of 5- or 6- members 
55 of which one or two of said members is nitrogen, the presence of the optional second nitrogen atom being 

represented by: a [N]"; wherein said heterocyclic group or ring system are selected from the group con- 
sisting of pyrrolyl; pyrazolyl; imidazolyl; pyridinyl; pyrazinyl; pyrimidinyl; pyridazinyl; piperazinyl; indolyl; 
indazolinyl; benzimidazolyl; quinolinyl; /so-quinolinyl; and quinazolinyl; wherein: 
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— R 12 a is a member selected from the group consisting of hydrogen; F; CI; -CC^R 4 ; oxo; -OH; CN; NH 2 ; 
NH(C r C 2 )alkyl: N(C r C 2 ) 2 dialkyl; -CF 3 ; (C^C^alkyl; (C 2 _C 4 )alkenyl; (C^C^alkoxy; (C^C^cy- 
cloalkyt; and phenyl; wherein said alkyl, alkenyl, alkoxy, cycloalkyl and phenyl are substituted with 0 
to 2 substituents R 9 where: 

R 9 is a member independently selected from the group consisting of F; CI; -C0 2 R 4 ; -OH; cyano; 

-CONR 4 a R 4 b ; -NR 4 a RV; -NR* a C(=0)R* b ; -NR 4 a C(=0)OR4 b ; -NR 4 a S(=0) p R 4 b ; -S 
(=0) p NR 4 a R 4 b ; (C 1 .C 4 )alkyl including dimethyl, and (C 1 .C 4 )alkoxy wherein said alkyl and alkoxy 
are each independently substituted with 0 to 3 substituents independently selected from F and 
CI; (C 1 .C 2 )alkoxycarbonyl; (C^C^alkylcarbonyl; and (C^C^alkylcarbonyloxy; and 

— R 12 b is absent or is a member selected from the group consisting of hydrogen; (C 1 .C 4 )alkyl; (C 2 .C 4 ) 
alkenyl; (C^C^alkoxy; (C3_C 7 )cycloalkyl; and phenyl; wherein said alkyl, alkenyl, alkoxy, cycloalkyl 
and phenyl are substituted with 0 to 2 substituents R 9 wherein R 9 has the same meaning as above, 
except that it is selected independently selected therefrom; and 

2. hetero-phenylmethylene moieties of partial Formula (1.1.0): 




(1.1.0) 

wherein: the symbol R 5 ; R 6 ; R 7 : R 8 ; j and m are as defined further above, except that all of the above- 
recited substituents are selected independently of their selection above; 
the moiety represented by partial Formula (1.1 .1): 




(1.1.1) 

in partial Formula (1.1.0) represents: 

— a. a monocyclic heterocyclic group containing a total of 5 or 6 members of which one said member 
is nitrogen and Q is selected from O and S where said S may optionally be in the sulfonate form, -S 
(=0) 2 ; wherein said heterocyclic group is selected from the group consisting of oxazolyl; oxazolidinyl; 
/soxazolyl; thiazolyl; thiazolidinyl; /so-thiazoJyl; morpholinyl; and thiomorpholinyl; or 

— b. a monocyclic heterocyclic group containing a total of 5- or 6- member s of which two said members 
are nitrogen and a third or fourth said member is independently selected from N, O, and S where said 
S may optionally be in the sulfonate form, -S(=0) 2 ; wherein said heterocyclic group is selected from 
the group consisting of triazolyl; triazinyl; tetrazolyl; oxadiazolyl; thiadiazolyl; and 

— Rl3 a is selected from the group consisting of hydrogen; F; CI; -CO2R 4 ; oxo; -OH; CN; NH 2 ; NH(C r 
C 2 )alkyl; N(C r C 2 ) 2 dialkyl; -CF 3 ; (C 1 .C 4 )alkyl; (C 2 .C 4 )alkenyl; (C 1 .C 2 )alkoxy; (C3_C 7 )cycloalkyl; and 
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phenyl; wherein said alkyl, alkenyl, alkoxy, cycloalkyl and phenyl are substituted with 0 to 2 substitu- 
ents R 11 where: 

rii is a member selected from the group consisting of F; CI; -C0 2 R 4 ; -OH; -CN; -CONR 4 a R 4 b ; 

-NR 4 a R 4 b ; -NR4 a C(=0)R4 b ; -NR 4 a C(=0)OR 4 b ; -NR* a S(=0) p R« b ; -S(=0) p NR4 a R* b ; (C^alkyl 
including dimethyl, and (C 1 .C 4 )alkoxy wherein said alkyl and alkoxy are each independently sub- 
stituted with 0 to 3 substituents independently selected from F and CI; (C^C^alkoxycarbonyl; 
(C-,_C 2 )alkylcarbonyi; and (C 1 .C 2 )alkylcarbonyloxy; and 

— R 13 b is a member selected from the group consisting of hydrogen; (C 1 .C 4 )alkyl; (C 2 _C 4 )alkenyl; 
(C v C 2 )alkoxy; (C3_C 7 )cycloalkyl; C(=0)(C 1 -C 4 )alkyl; S(=0) 2 (C r C 4 )alkyl; and phenyl; wherein said 
alkyl, alkenyl, alkoxy, cycloalkyl and phenyl are substituted with 0 to 2 substituents R 11 wherein R 11 
has the same meaning as in above, except that it is selected independently; 

B. a (substituted)-amido-aryl or -heterocyclyl moiety selected from the group consisting of 

— 1 . alkyl-, alkenyl-, and alkynyl-substituted-amido-aryl moieties of partial Formula (2.0.0): 



A 




(2.0.0) 

— wherein: the symbol "*"; R 4 and R 6 ; are as defined above, except that all of the above-recited substituents 
are selected independently of their selection above; 

— A is a member selected from the group consisting of: 

— 1 . the moiety of partial Formula (2.0.3) 




(2.0.3) 

wherein: the symbol R 7 ; R 8 and m are as defined above, except that all of the above-recited 

substituents are selected independently of their selection above; and the symbol: indicates 
the point of attachment of the moiety A to the, remaining portions of partial Formula (2.0.0); 

— 2. the moiety of partial Formula (2.0.4) 
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(2.0.4) 
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which represents a monocyclic heterocyclic group, selected from the group consisting of pyrrolyl; 
pyrazolyl; imidazolyl; pyridinyl; pyrazinyl; pyrimidinyl; wherein: the symbol R 12 a and R 12 b are as de- 
fined above, except that all of the above-recited substituents are selected independently of their se- 
lection above; and the symbol: B *° indicates the point of attachment I of the moiety A to the other, 
remaining portions of partial Formula (2.0.0); 
3. the moiety of partial Formula (2.0.5) 



(2.0.5) 

which represents 

a. a monocyclic heteroaromatic group containing a total of 5- members of which one said member 

is nitrogen and Q is selected from O and S where said S may optionally be in the sulfonate form, 
-S(=0) 2 ; selected from the group consisting of oxazolyl; /soxazolyl; thiazolyl; and /so-thiazolyl; or 

b. a monocyclic heterocyclic group containing a total of 5- or 6- members of which two said mem- 
bers are nitrogen and a third or fourth said member is independently selected from N, O, and S 
where said S may optionally be in the sulfonate form, -S(=C>) 2 ; selected from the group consisting 
of triazolyl; triazinyl; tetrazolyl; oxadiazolyl; and thiadiazolyl; and 

wherein: the R 13 a , R 13 b and j are as defined above, except that all of the above-recited 

substituents are selected independently of their selection above; and the symbol: indicates 
the point of attachment of the moiety A to the other, remaining portions of partial Formula 

(2.0.2); 

R 5 a is a member selected from the group consisting of a direct bond; -C(=0)-; and -S(=0) 2 -; 
Wi is (1.) a direct bond; (2.) in the case where R 5 a is -C(rzO)- or -S(=0) 2 , W 1 is a direct bond or -(C r C 3 ) 
alkylene- wherein any single carbon atom thereof is substituted by 0 to 2 substituents R 23 where R 23 is a 
member selected from the group consisting of -F; -CI; -CC^R 4 ; -OH; -CN; (C-, -C 4 )alkoxy; (C 3 -C 7 )cycloalkyl; 
and phenyl; wherein said alkoxy, cycloalkyl, and phenyl are substituted with 0 to 2 substituents R 11 , wherein 
said R 11 is as defined above, except that all of the above-recited substituents are selected independently 
of their selection above; or (3.) is a member independently selected from the group consisting of the 
moieties of partial Formulas (2.0.6) through (2.0.16), inclusive: 



n O 

R 25 



O R 2S 



(2.0.6) (2.0.7) (2.0.8) 
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(2.0.12) (2.0.13) (2.0.14) (2.0.15) (2.0.16) 



— wherein: the symbol: "— indicates the point of attachment of the moiety W 1 to the nitrogen atom in 
partial Formula (2.0.0), and the symbol: "*" indicates the point of attachment of the moiety W 1 to the 
other, remaining portions of partial Formula (2.0.0); and R 4 is as defined further above, but selected 
on an independent basis; 

r24 j s selected from the group consisting of hydrogen and (C 1 -C 4 )alkyl; and 

— R 25 and R 26 are each selected from the group consisting of -OH; (C^,C 2 )a\ky\ substituted by 0 to 3 
substituents selected from F; and OH; and (C 1 .C 2 )alkoxy; and 

— R 27 is selected from the group consisting of (C 1 .C 6 )alkyl; (C 2 .C 6 )alkenyl; and (C 2 .C 6 )alkynyl; wherein said 
alkyl, alkenyl, and alkynyl groups comprising R 27 are substituted with 0 to 3 substituents R 28 where: 

— r28 | s selected from the group consisting of phenyl; F or CI; oxo; hydroxy; (C n ,C 2 )alkyl; (C-, _C 3 )alkoxy; 
-C(=0)OR 29 ; -C(=0)(C 1 -C 4 )alkyl; -S(=0) 2 (C r C 4 )alkyl; -C(=0)NR 29 R 30 ; -NR^R 30 ; -NR 29 C(=0)R 30 ; 
-NR 29 C(=0)OR 30 ; -NR^S^OJpR 30 ; and -S(=0) 2 NR29R3° where: 

r29 anc j r30 are eaC h a member independently selected from the group consisting of hydrogen 

and (C 1 .C 4 )alkyl substituted by 0 to 3 substituents selected from the group consisting of F and CI; 

2. cycloalkyl-substituted-amido-aryl moieties of partial Formula (2.1.0): 




(2.1.0) 



— wherein: A; W 1 ; the symbol "* n ; R 4 ; R 5 a ; and R 6 have the same meaning as set out above, except that ail 
of the above-recited substituents are selected independently of their selection above; and 

— R 32 is a member selected from the group consisting of -(CH 2 ) n _(C 3 .C 7 )cyc1oalkyl, where n is an integer 
selected from 0, 1 , and 2; in the event n is 0, then the a-carbon atom of said (C3_C 7 )cycloalkyl is substituted 
by 0 or 1 (C^C^alkyl or phenyl, where said alkyl or phenyl are substituted by 0, 1 , or 2 of CH 3 , OCH 3 , 



15 
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OH or NH 2 ; and in the event that n is 1 or 2, the resulting methylene or ethylene is substituted by 0 or 1 
of F; NH 2 ; N(CH 3 ) 2 ; OH; OCH 3 ; (C 1 .C 4 )alkyl; or phenyl; where said alkyl and phenyl are substituted by 0, 
1 . or 2 of CH 3 , OCH 3 , OH, and NH 2 ; and further wherein said (C^CyJcycioalkyl is substituted by 0 to 3 
substituents R 28 where R 28 is as defined further above, but selected independently 

- 3. aryl and heterocyclic-substituted-amido-aryl moieties of partial Formula (2.2.0): 

A 



10 R < 



R 4 -N 



w 



(2.2.0) 

20 — wherein: A; W 1 ; the symbol: R 4 ; R 5 a ; and R 6 have the same meaning as set out above, except that 

all of the above-recited substituents are selected independently of their selection above; and 
— R 35 is selected from the group consisting of phenyl; furyl; tetrahydrofuranyl; tetrahydropyranyl; oxetanyl; 
thienyl; pyrrolyl; pyrrolidinyl; oxazoiyl; isoxazolyl; thiazolyl; isothiazolyl; imidazolyl; pyrazolyl; oxadiazolyl; 
thiadiazolyl; triazolyl; pyridyl; pyrazinyl; pyridazinyl; piperazinyl; pyrimidinyl; pyranyl; azetidinyl; morpholi- 

25 n y'i parathiazinyl; indolyl; indolinyl; benzo[b]furanyl; 2;3-dihydrobenzof uranyl; benzothienyl: 1 H-indazolyl; 

benzimidazolyl; benzoxazolyl; benzisoxazolyl; benzthiazolyl; quinolinyl; isoquinolinyl; phthalazinyl; quina- 
zolinyl; and quinoxalinyl; wherein (1.) said group R 35 may be substituted upon any one or more carbon 
atoms thereof by 0 to 3 substituents R 28 where R 28 is as defined above, except that it is selected inde- 
pendently; (2.) said group R 35 is substituted with respect to any one or more nitrogen atoms thereof that 

30 is not a point of attachment of said aryl or heterocyclic moiety, by 0 to 3 substituents R 13 b where R 13 b is 

as defined above, except that it is selected independently; and (3.) said group R 35 with respect to any 
sulfur atom thereof that is not a point of attachment of said heterocyclic moiety, is substituted by 0 or 2 
oxygen atoms; 

35 [ R egion P] is an alkvl bridging element of partial Formula (3.0.0): 

R 40 

40 / C ^ C ^ 



R 41 



(3.0.0) 



45 wherein: 

- is a symbol which represents the point of attachment of the moiety of partial Formula (3.0.0) to Re gjon a; 

- "->" is a symbol which represents the point of attachment of the moiety of partial Formula (3.0.0) to F\g ion y, 

- R 40 and R 41 are both selected from the group consisting of hydrogen; (C-,-C 2 )alkyl including dimethyl; hydroxy; 
and (C1-C3) alkoxy; 

50 [ R egion TJ is an aza-monocyclic moiety of partial Formula (4.0.0): 



55 
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(4.0.0) 

wherein: 

"*■ is a symbol which represents the point of attachment of the moiety of partial Formula (4.0.0) to p of 
the compound of Formula (I); 

"*^*" is a symbol representing a covalent bond attaching any carbon atom of said aza -monocyclic moiety of 
partial Formula (4.0.0) to 5; 
the moiety of partial Formula (4.0.1 ): 




(4.0.1) 

in partial Formula (4.0.0) represents a monocyclic heterocyclic group containing a total of from 4- to 7-members 
of which one said member is nitrogen, wherein said heterocyclic group is a member independently selected 
from the group consisting essentially of azetidinyl; pyrrolidinyl; piperidinyl; and azepinyl; 

— R 45 is absent or is a member independently selected from the group consisting essentially of (C^C^alkyl 
including dimethyl; (C 3 .C 6 )cycloalkyl; (C.,.C 4 )alkoxy; CF 3 ; -C0 2 R 4 where R 4 is as defined further above; oxo; 
-OH; cyano; -C(=0)NR4 a R« b ; -NR 4 a R 4 b ; -NR 4 a C(=0)R 4 b ; -NR^C^OJORV, -NR 4 a S(=0) p R 4 b ; -S 
^COpNR^R 4 ^, (C 1 .C 2 )a!koxycarbonyl; (C^C^alkylcarbonyl; (C 1 .C 2 )aikylcarbonyloxy and (C.,_C 2 )alkoxy 
(C 1 .C 2 )alkyl; it being understood that in the moiety of partial Formula (4.0.0) R 45 is a substituent attached to 
a single carbon atom thereof; where: 

— R* a and FP b are each independently selected from hydrogen and (C-,.C 2 )alkyl; 

- R 46 is absent or is a member independently selected from the group consisting essentially of hydrogen; and 
(C 1 .C 4 )alkyl substituted by 0 or 1 substituent independently selected from (C 1 .C 2 )alkoxy and -C0 2 R 4 where 
R 4 is as defined further above; and -MD; it being understood that in the case where substituent R 46 is present, 
that it results in said nitrogen atom and said moiety of partial Formula (4.0.0) is in quaternary form; 

t R egion 5] is a member consisting of: 

an aryl and heterocyclyl-(substituted) amide, carbamate; or urea moiety ol partial Formula (5. 1 .0): 



•>73 



(5.1.0) 



— wherein: the symbol "* B is as defined above; 

— r73 j s a member selected from the group consisting of hydrogen and (C 1 .C 2 )alkyl; 

— W 5 is selected from the group consisting the moieties of partial Formulas (5.1 . 1 ) through (5. 1 . 1 2). 
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Xr AX. X~r X. 

(5.1.1) (5.1.2) (5.1.3) (5.1.4) 



10 



is 



20 



25 



30 





R 75 jO) 2 jO) 2 R 7S 



(5.1.5) (5.1.6) (5.1.7) (5.1.8) 



(?), 

_L 7C 



R 75 R 74 R 74 R 7A R 75 

(5.1.9) (5.1.10) (5.111) (5.112) 



— wherein: the symbol: ■->" indicates the point of attachment of the moiety W 5 represented by partial For- 
mulas (5.1.1) through (5.1.12), inclusive, to the nitrogen atom in partial Formula (5.1.0). and the symbol: 
"*■ indicates the point of attachment of the moiety W 5 to R 82 as defined further below; 

— R74 anc j r75 are eac h selected from the group consisting of hydrogen; (C v C 2 )alkyl substituted by 0 or 1 
35 substituent independently selected from OH; and (C 1 .C 2 )alkoxy; and 

— R 82 is a member selected from the group consisting of phenyl; cinnolinyl; fury!; thienyl; pyrrolyl; oxazolyl; 
isoxazolyl; thiazolyl; isothiazolyl; imidazolyl; imidazolinyl; pyrazolyl; pyrazolinyl; oxadiazolyl; thiadiazolyl; tria- 
zolyl; pyridyl; pyrazinyl; pyridazinyl; pyrimidinyl; parathiazinyl; indolyl; isoindolyl; indolinyl; benzo{b]furanyi; 2; 
40 3-dihydrobenzofuranyl; benzo[b]thiophenyl; 1 H-indazo!yl; benzimidazolyl; benzthiazolyl; quinolinyl; isoquin- 

olinyl; phthalazinyl; quinazolinyl; quinoxalinyl; wherein: 

—-the aryl or heterocyclyi moiety is substituted by 0 to 3 substituents R 78 where: 

— R 78 is a member selected from the group consisting of oxo; -CI; -F; -OH; -(C 1 .C 2 )alkyl; -(Cj C 3 )alkoxy; 
45 -CF 3 ; -CN; -C(=0)OR 79 ; -C(=0)NR 79 R 80 ; -NR^R 80 ; -NR 79 C(=0)R 80 ; -NR^C^OJOR 80 -NR 79 S 

(=0) 2 R 80 ; and -S(=0) 2 NR 7 9R«>, where: 

r79 anc j rso are eac h a member independently selected from the group consisting of hydrogen; and 

(C 1 .C 4 )alkyl. 



so 



[0012] Attention is drawn to our copending application nos [attorney docket nos P60162WO and P60190WO]. 
[001 3] An important aspect of the present invention is the limitation to Re gjon 6. The copending cases relate to alter- 
native limitations of Formula (I). 

[0014] This invention also provides pharmaceutical formulations and dosage forms including as an active ingredient 
55 a compound of Formula I . Use of a compound of Formula I in manufacture of a formulation or dosage form and methods 
of treatment are also provided. 

[0015] I gegion -g] is at the left-hand end of the CCR5 receptor modulator of the present invention. The region desig- 
nated as Region** may comprise a moiety selected from several different classes of substituent components, all of which 
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may be isosteres of each other. 

[0016] The first class of R eg i 0 n a substituent components (under A.) are heterocyclyl phenylmethylene moieties as 
described further below. A preferred group of heterocyclyl phenylmethylene moiety embodiments (under A.1.) com- 
prises the group consisting of hetero-phenylm ethylene moieties of partial Formula (1 .0.0), 

5 



10 



15 




(1.0.0) 

20 [0017] The substituent R 5 is a member independently selected from the group consisting of a direct bond; -O-; -C 
(=0)-; -NR 4 -; and-S(=0) p -; where 

R 4 is hydrogen or (C 1 -C 2 )alkyl. 
[0018] The substituent R 6 is a member independently selected from the group consisting of hydrogen; (C v C 2 )alkyl; 
(C 1 .C 2 )alkoxy; -C(=0)NH 2 ; -CN; and -OH. Most preferably R 6 is hydrogen and there is no substituent at this position. 

25 [0019] Included within the partial Formula (1 .0.0) are position isomer variations thereof that are not shown, but that 
arise where the optional substituents R 7 and R 8 are different. Substituents R 7 and R 8 are present once or twice or not 
at all, as indicated by their representation as: B (R 7 ) m " and "(R 8 ) m ", where m is defined as being an integer selected 
from 0, 1 , and 2. In the most preferred embodiments of the present invention, m is 0, although in alternative embodi- 
ments m is 1 . 

30 [0020] The substituents R 7 and R 8 comprise -F; -CI; -C0 2 R4; -OH; -CN; -CONR 4 a R 4 b ; -NR 4 a R 4 b -; -NR 4 a C(=0)R 4 b ; 
-NR 4 a C(=0)OR 4 b ; -NR 4 a S(=0) p R 4 b ; -S(=0) p NR 4 a R 4 b ; (C 1 .C 4 )alkyl including dimethyl, and (C^C^alkoxy wherein 
said alky I and alkoxy are each independently substituted with 0 to 3 substituents independently selected from -F and 
-CI; (C^C^alkoxycarbonyl; (C-,„C 2 )alkylcarbony!; and (C^C^alkylcarbonyloxy. The substituents FF^and R 4 ^ in turn, 
are selected from hydrogen and (C 1 .C 2 )alkyl. With regard to the R 7 and R 8 substituent groups, it is preferred that they 

35 are absent (m = 0); or that if they are present, that they be methyl; cyclopropyl, cyclobutyl; methoxy, -COOH; -OH; -F; 
-CI; -COO(C 1 .C 2 )alkyl; or -CF 3 . Of these choices, the more preferred substituent choices for R 7 and R 8 are that they 
are absent or that they are -F or CI. 

[0021] R 5 as defined by Formula (1.0.0) is preferably a direct bond. The moiety R 5 may alternatively be selected 
from -O-; -C(=0)-; -NR 4 - where R 4 is hydrogen or (C r C 2 )alkyl; and-S(=0) p -. 
40 [0022] In partial Formula (1.0.0), the presence of substituent R 12 a is determined by the subscript "j", which is an 
integer independently selected from 0, 1 , and 2. Where j is 0, accordingly, the substituent R 12 a will be absent. Where 
j is 1 or 2, there may be one or two substituents R 12 a present, and these may be attached to any available carbon 
atom in partial Formula (1.0.0). 

[0023] R 12 a is a member independently selected from the group consisting of hydrogen; -F; -CI; -C0 2 FP where R 4 
45 is hydrogen or (C v C 2 )alkyl as already defined above; -oxo; -OH; -CN; -NH 2 ; -NH(C r C 2 )alkyl; -N(C r C 2 ) 2 dialkyl; -CF 3 ; 
(Ci .C 4 )alkyl; (C 2 .C 4 )alkenyl; (C 1 .C 4 )alkoxy; (C^CyJcycloalkyl; and phenyl; wherein said alkyl, alkenyl, alkoxy, cycloalkyl 
and phenyl groups are substituted with 0 to 2 substituents R 9 wherein R 9 is a member independently selected from 
the group consisting of -F; -CI; -C0 2 R 4 where R 4 is hydrogen or (C 1 .C 2 )alkyl; -OH; cyano; -CONR 4 a R 4 b ; -NR 4 a R 4 b ; 
-NR 4 a C(=0)R 4 b ; -NR 4 a C(=0)OR 4 b , -NR^S^OJpRV -S(=0) p NR 4 a R 4 b ; (C v C 4 )alkyl including dimethyl, and {O u C 4 ) 
so alkoxy wherein said alkyl and alkoxy are each independently substituted with 0 to 3 substituents independently selected 
from F and CI; (C^C^alkoxycarbonyl; (C-,_C 2 )a1kylcarbonyl; and (C^C^alkylcarbonyloxy. 

[0024] Where a R 12 a substituent is present and consists of an alkyl, alkenyl, alkoxy, cycloalkyl or phenyl group, it 
may optionally be mono- or di-substituted in turn by a further substituent R 9 which is independently selected from the 
above-recited groups. This includes in particular (C 1 .C 4 )alkyl substituted with 1 to 3 substituents independently selected 
55 from F and CI. Accordingly, the substituent -CF 3 is a preferred definition of R 9 in the compounds of partial Formula 
(1.0.0). 

[0025] The R 12 b substituent is attached directly to the nitrogen atom of the heterocyclic group depicted in partial 
Formula (1.0.0), and its presence is determined by the subscript "j", which is an integer independently selected from 
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0, 1 . and 2. Where j is 0, accordingly, the substituent R 12 5 is absent. In that case that the nitrogen atom is attached by 
a covalent double bond to an adjacent atom in the heterocyclic group depicted in partial Formula (1 .0.0). Where j is 1 
or 2, there will be one or two substituents R 12 b attached to the nitrogen atom ot the heterocyclic group depicted in 
partial Formula (1.0.0). Where two such R 12 b substituents are attached, the nitrogen atom is in quaternary form. The 
5 substituent R 12 b is independently selected from the group consisting of hydrogen; (C 1 .C 4 )aikyl; (C 2 .C 4 )alkenyl; (C,.C 2 ) 
alkoxy; (C 3 .C 7 )cycloalkyl; and phenyl; wherein said alkyl, alkenyl, alkoxy. cycloalkyl and phenyl are substituted with 0 
to 2 substituents R 9 wherein R 9 has the same meaning as in R 9 defined above, except that it is selected independently 
therefrom. 

[0026] The group represented by partial Formula (1 .0.1). 

70 



15 



(10.1) 



represents a monocyclic heterocyclic group, or a bicyclic benzo-fused ring syslem containing said heterocyclic group 
wherein said heterocyclic group contains a total of 5- or 6- members ot which one or two of said members is nitrogen, 
the presence of the optional second nitrogen atom being represented by: "(N]°; wherein said heterocyclic group or ring 
system is selected from the group consisting of pyrrolyl; pyrazolyl; imidazolyl; pyridinyl; pyrazinyl; pyrimidinyl; pyridazi- 
nyl; indolyl; indazolinyl; benzimidazolyl; quinolinyl; /so-quinolinyl; and quinazolinyl. 

[0027] N-containing heterocyclic moieties of partial Formula (1 .0.0) result in some of the following preferred embod- 
iments of Rggjon a, represented by partial Formulas (1.0.4) through (1.0.10), inclusive: 




(1-0.7) 



(1.0.8) (1.0.9) (1.0.10) 

[0028] A further group of N-containing heterocyclic phenylmethylene moieties (under A.2 comprises several subge- 
neric groups within partial Formula (1.1.0): 
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(R 7 >, 



m 




(R 8 ), 



m 



^9 




(11.0) 



where the symbol "*■ and R 5 ; R 6 ; R 7 ; R 8 ; j and m are as defined above; 

and R 13 a is a member selected from the group consisting of hydrogen; F; CI; -C0 2 R 4 ; oxo; -OH; CN; NH 2 ; NH 
(C 1 -C 2 )alkyl; N(C r C 2 ) 2 dialkyl; -CF 3 ; (C v C 4 )alkyl; (C 2 .C 4 )alkenyl; (C^C^alkoxy; (C 3 _C 7 )cycloalkyl; and phenyl; where- 
in said alkyl, alkenyl, alkoxy, cycloalkyl and phenyl are substituted with 0 to 2 substituents R 11 wherein R 11 is a member 
independently selected from the group consisting of F; CI; -CO2R 4 ; -OH; -CN; -CONR 4 a R 4 b ; -NFr^R 4 ^ -NR 4 a C(=0) 
R 4 b ; -NR^C^OpR 4 !,; -NF^aS^OJpR 4 ^ -S^O^NR^RV, (C r C 4 )a!kyl including dimethyl, and (C^C^alkoxy where- 
in said alkyl and alkoxy are each independently substituted with 0 to 3 substituents independently selected from F and 
CI; (C 1 .C 2 )alkoxycarbonyl; (C 1 .C 2 )alkylcarbonyl; and (C 1 .C 2 )a!kylcarbonyloxy; and R 13 b is selected from the group 
consisting of hydrogen; (C 1 .C 4 )alkyl; (C 2 .C 4 )alkenyl; (C,.C 2 )alkoxy; (C 3 .C 7 )cycloalkyl; C(=0)(C r C 4 )alkyl; S(=0) 2 (C r 
C 4 )alkyl; and phenyl; wherein said alkyl, alkenyl, alkoxy, cycloalkyl and phenyl are substituted with 0 to 2 substituents 
R 11 wherein R 11 has the same meaning as in above, except that it is independently selected therefrom. 
[0029] The moiety of partial Formula (1.1.1): 



represents, inter alia, a monocyclic heterocyclic group containing a total of 5-members of which one said member 
is nitrogen and Q is selected from O and S 

[0030] The heterocyclic group may be selected from the group consisting of oxazolyl; oxazolidinyl; /soxazolyl; thia- 
zolyl; thiazolidinyl; /so-thiazolyl: morpholinyl and thiamorpholinyl. 

[0031] Moieties of partial Formula (1.1.0) containing the group of partial Formula (1.1.1) result in the following pre- 
ferred embodiments of R eg jon a > represented by partial Formulas (1.1.3) through (1.1.9): 




(1.1.1) 



F 




(1.1.3) 



(1.1.4) 



d-1.5) 



(1.1.6) 



(1.1.7) 
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5 




(118) (1.L9) 

[0032] In alternative preferred embodiments the heterocyclic group may selected from the group consisting of tria- 
zolyl; triazinyl; tetrazolyl; oxadiazolyl; and thiadiazolyl. 

[0033] Further preferred embodiments of a, are represented by partial Formulas (1.1.20) through (1.1.24), 

inclusive: 



20 



25 




(1.1.20) (1.1.21) (1.1.22) (1.1.23) (1.1.24) 



30 

[0034] Another class of which F^g^ a moeities (under B) are (substituted)-amido-aryl or -heterocyclyl moieties which 
may be independently selected from several groups, as described in more detail below. 

[0035] The first such class of (substituted)-amido-aryl or -heterocyclyl moieties of Region a are those in which the 
amido-aryl or -heterocyclyl portion of the group is substituted by alkyh alkenyl-. or alkynyl, as represented by partial 
35 Formula (2.0.0) 



40 



45 




(2.0.0) 

where the symbol "*" and R 4 and R 6 ; and m, R 7 and R 8 in the further definition of A; are as defined in the partial 
formulas above, except that all of the above-recited substituents are selected independently. 

[0036] The moiety A in partial Formula (2.0.0) is a member independently selected from the group consisting of 
several different classes of moieties, as discussed below. The first class represented by partial Formula (2.0.3) is a 
preferred embodiment of this invention. 
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5 




(2.0.3) 



10 wherein the symbols R 7 ; R 8 and m are as defined in the partial formulas further above, except that all of the 

above-recited substituents are selected independently of their selection in said partial formulas further above; and the 
symbol: "*" indicates the point of attachment of the moiety A to the other, remaining portions of partial Formula (2.0.0). 
[0037] Further embodiments of moiety A are depicted by partial Formulas (2.0.4) and (2.0.5). Partial Formula (2.0.4) 
is: 

is 

(2-0.4) 

which represents a monocyclic heterocyclic group, selected from the group consisting of pyrrolyl; pyrazolyl; im- 
2S idazolyl; pyridinyl; pyrazinyl; and pyrimidinyl. It is noted that in the moiety of partial Formula (2.0.3), the symbols R 12 a 
and R 12 b , and the subscript B j B which determines their presence, are as defined in the partial formulas further above, 
except that "j" is 0 or 1 and all of the above-recited substituents are selected independently of their selection further 
above; and the symbol: "*" indicates the point of attachment of the moiety A to the other, remaining portions of partial 
Formula (2.0.0). 

30 [0038] Further embodiments of moiety A are depicted by partial Formula (2.0.5) 



35 




40 (2.0.5) 

which represents a monocyclic heteroaromatic group containing a total of 5- members of which one said member 
is nitrogen and Q is selected from O and S where said S may optionally be in the sulfonate form, -S(=0) 2 . Said hete- 
rocyclic group may be selected from the group consisting of oxazolyl; /soxazolyl; thiazolyl; and /so-thiazolyl; triazolyl; 

45 triazinyl; tetrazolyl; oxadiazolyl; and thiadiazolyl. It is noted that the symbols R 13 a and R 13 b , and the subscript "j" which 
determines their presence, are as defined in the partial formulas further above, except that "j" is 0 or 1 and all of the 
above-recited substituents are selected independently of their selection in said partial formulas further above; and the 
symbol: indicates the point of attachment of the moiety A to the other, remaining portions of partial Formula (2.0.0). 
[0039] The group R 5 a is selected from a direct bond; -C(=0)-; and -S(=0) 2 -. In preferred embodiments of the present 

so invention R 5 a is a direct bond. It is provided, however, that where R 5 a is -CO- or -S0 2 -, the divalent moiety W 1 is 
defined to additionally include the meaning of being a direct bond. 

[0040] In partial Formula (2.0.0), R 27 is a member selected from the group consisting of (C 1 .C 6 )alkyl; (C 2 .C 6 )alkenyl; 
and (C 2 .C 6 )alkynyl; wherein said alkyl, alkenyl, and alkynyl groups comprising R 27 may be substituted with 0 to 3 
substituents R 28 where R 28 is selected from the group consisting of F; CI; oxo; hydroxy; (C v C 2 )alkyl; (C v C 3 )alkoxy; 
55 -C(=0)OR29 ; C(=0)(C r C 4 )alkyl; -S(=0) 2 (C r C 4 )alkyl; -C(=0)NR 29 R 30 ; -NR^RSO; -NR 29 C(=0)R 30 ; -NR^C^OJOR 30 ; 
-NR 29 S(=0) 2 R 30 ; and -S^O^NR^R 30 , where R 29 and R 30 are independently selected from hydrogen and (C 1 .C 4 )alkyl. 
[0041] The moiety W 1 is a member independently selected from the group consisting of divalent moieties of partial 
Formulas (2.0.6) through (2.0.16), inclusive: 
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A H AX 



(2.0.6) 



(2.0.7) 



(2.0.8) 



10 



15 



AS 



24 



I 

R< 
(2.0.19) 



O R 2S 

A*K 

(2.0.10) 



E> 25 

R 24 



(2.0.11) 



20 



(2.0 12) 



(2 0.13) 



25 



(2.0.14) 



R 26 

A- AA. 



(2.0.15) 



(2.0.16) 



25 



30 



35 



where the symbol: indicates the point of attachment of the moiety W 1 to the nitrogen atom in partial Formula 
(2.0.0), and the symbol: a * B indicates the point of attachment of the moiety W 1 to the moiety R 27 which represents the 
remaining portions of partial Formula (2.0.0); and R 25 and R 26 are each independently a member selected from the 
group consisting of hydrogen; (C v C 2 )alkyl substituted by 0 or 1 substituent independently selected from F and OH; 
and (C^CgJalkoxy. 

[0042] The bridging element -N(R4)-W 1 - may alternatively constitute or contain several different functionalities. The 
first and most preferred of these is an amide functionality, which may be represented as: -NR 4 -C(=0)-. Other function- 
ality types include sutfonamido and ureido moieties within the scope of partial Formulas (2.0.6) through (2.0.16). 
[0043] Preferred alkyl and alkenyl groups R 27 include: methyl; ethyl; isopropyl; f-butyl; and propenyl (allyl). These 
alkyl and alkenyl groups may be substituted by 0 to 3 substituents R 28 . It is preferred that where a substituent is present 
that it be a single substituent independently selected from F; CI; OH; CF 3 ; CH 3 ; OCH 3 ; CN; NH 2 ; NH(CH 3 ); N(CH 3 ) 2 ; 
NHCOCH 3 ; and NCH 3 (COCH 3 ). Consequently, groups of partial Formula (2.0.0) which are preferred embodiments of 
the present invention constituting R egion a include the following moieties of partial Formulas (2.0.30) through (2.0.36), 
inclusive: 



40 



45 



50 



H 3 C 



\ H 



(2.0.30) 



CH, 




(2.0.31) 



CH, 

H 3 CO-< |_| 



<f N 



(2.0.32) 




(2.0.33) 
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10 





(2.0.35) 



CI 



CH, 



N 



\ H 



(2.0.36) 



75 



[0044] The second class of (substituted)-amido-aryl moieties comprising Regj 0n cx are those in which the amido-aryl 
portion of the group is substituted by -(cycloalkyl) or -alkyl(cycloalkyl), as represented by partial Formula (2.1.0). 



20 



R 4 -N 



25 



-,32 



30 



35 



40 



45 



(2.1.0) 

where; A; W 1 ; the symbol "*" and R 4 ; R 5 a ; R 6 ; and m, R 7 and R 8 in the further definition of A; have the same 
meaning as set out in the partial formulas further above, except that all of the above-recited substituents are selected 
independently of their selection further above. R 32 is a member independently selected from the group consisting of 
--(CH 2 ) n .(C3.C 7 )cycloalkyl, where n is an integer selected from 0, 1, and 2; in the event n is 0, then the a-carbon atom 
of said (C 3 .C 7 )cycloalkyl may be substituted by (C^C^alkyl or phenyl, where said alky! or phenyl may be substituted 
by 1 , or 2 of CH 3 , OCH 3 , OH or NH 2 ; and in the event that n is 1 or 2, the resulting methylene or ethylene group may 
be substituted by of F; CI; CN; NH 2 ; N(CH 3 ) 2 ; OH; OCH 3 ; (C-,.C 4 )alkyl; or phenyl. It will also be further noted that the 
basic (C^CyJcycloalkyl group comprising R 32 may also be substituted by 0 to 3 substituents R 28 where R 28 has the 
same meaning as defined further above with respect to substituents for group R 27 under partial Formula (2.0.0), but 
independently selected therefrom. 

[0045] Representative cycloalkyl and alkylcycloalkyl groups within the scope of R 32 include cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl; cyclopropylmethyl; cyclobutylethyl; cyclopentylpropmethyl; and eye lopentylm ethyl. More pre- 
ferred single substituents for these cycloalkyl and alkylcycloalkyl groups include F, CI, and CN, especially OH; OCH 3 ; 
and NH 2 . Accordingly, groups of partial Formula (2.1.0) which are preferred embodiments of R egion a include partial 
Formulas (2.1.3) through (2.1.10). 



so 



55 




(2.1.4) 





(2.1.6) 
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20 



25 



30 




OCH 3 

(2-17) (2.1.8) (2.1.9) (2.1.10) 

is [0046] The third class of (substituted)-amido-aryl moieties of Region a are tnose in which the amido-aryl portion of 
the group is substituted by aryl- and heterocyclyl-substituted-amido-aryl moieties of partial Formula (2.2.0). 



A 



(2.2.0) 



where A; W 1 ; the symbol and R 4 ; R 5 a ; R 6 ; and m, R 7 and R 8 in the definition of A; have the same meaning 
as set out above, except that all of the above-recited substituents are selected independently. 
[0047] The moiety R 35 may be selected from the group consisting of phenyl; furyl; tetrahydropyranyl; tetrahydrofura- 
nyl; oxetanyl; thienyl; pyrrolyl; pyrrolidinyl; oxazolyl; isoxazolyl; thiazolyl; isothiazolyl; imidazolyl; imidazolinyl; pyrazolyl; 
35 pyrazolinyl; oxadiazolyl; thiadiazolyl; triazolyl; pyridyl; pyrazinyl; pyridazinyl; piperazinyl; pyrimidinyl; pyranyl; azetidinyl; 
morpholinyl; parathiazinyl; indolyl; isoindolyl; 3H-indolyl; indolinyl; benzo[b]furanyl: 2; 3-dihydrobenzof uranyl; benzoth- 
ienyl; 1 H-indazolyl; benzimidazolyl, benzoxazolyl; benz isoxazolyl; benzthiazolyl; benzoxdiazolyl; quinolinyl; isoquin- 
olinyl; phthalazinyl; quinazolinyl; and quinoxalinyl. 

[0048] Preferred meanings of R 35 are phenyl; pyrrolyl; oxazolyl; imidazolyl; pyridinyl; pyrimidinyl; triazolyl; indolyl; 
40 benzimidazolyl; benzotriazolyl; quinolinyl; thienyl; furf uryl; benzof uranyl; thiazolyl; oxazolyl; isoxazolyl; oxadiazolyl; and 
benzoxazolyl; and benzoxadiazolyl. Most preferred are tetrahydropyranyl; oxetanyl; azetidinyl and tetrahydrof uranyl. 
Group R 36 may be substituted by 3 substituents R 2B where R 28 has the same meaning as defined above but selected 
independently 

[0049] Alternative aryl and heterocyclyl groups falling within the scope of R 35 include phenyl; pyrrolyl; imidazolyl; 
45 pyridyl; oxazolyl; furyl; and benzofuranyl. Preferred single or double substituents for these groups include -CN; -F; -CI; 
-CONH 2 ; -CH 3 ; -CF 3 ; and -OCH 3 . 

[0050] Accordingly, groups of partial Formula (2.2.0) which are preferred embodiments of F^ ion a include partial 
Formulas (2.2.3) through (2.2.14) 



50 



55 
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(2.2.3) 



(2.2.4) 



(2.2.5) 



(2.2.6) 



15 



20 



25 





(2.2.9) 




30 



35 



40 




o 



(2.2.11) 



(2.2.12) 



\ H 

(2.2.13) 




(2.2.14) 



[0051] [Region-^] ma y De considered to be to the left-hand end of the molecule of the present invention as depicted, 



45 



and comprises a bridging element between R eg j 0 n a described above, and Regj on y described below. 
[0052] The alkyl bridging element of R egjon p comprises a moiety of partial Formula (3.0.0): 



so 



(3.0.0) 

55 where the symbol represents the point of attachment of the alkyl bridging element moiety of partial Formula 

(3.0.0) to R egion a of the antagonist compound of Formula (I); and the symbol represents the point of attachment 
of the alkyl bridging element moiety of partial Formula (3.0.0) to R egion y of the antagonist compound of Formula (I). 
Substituents R 40 and R 41 are both independently selected from the group consisting of hydrogen; (C, -C 2 ) alkyl including 
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dimethyl; hydroxy; and (C r C 3 ) alkoxy; provided that only one of R 40 and R 41 may be (C r C 3 ) alkoxy or hydroxy, the 
other one of R 40 or R 41 being selected from hydrogen and (C^-C 2 ) alkyl including dimethyl. 

[0053] Accordingly, R 40 and R 41 may be hydrogen; methyl; ethyl; dimethyl, i.e., two methyl groups joined to the single 
carbon atom to which R 40 or R 41 is attached; hydroxy; methoxy: ethoxy: or propoxy 

[0054] Some representative embodiments of the alkyl bridging element of partial Formula (3.0.0) include the following 
moieties of Dartial Formulas (3.0.1) through (3.0.7). inclusive: 

9*3 ^CH, OH OCH 3 OCH 3 OH 

•-V .X- -V .-V ' T OCH 

CH 3 CH 3 CH 3 I CH 3 UCH3 

CH 3 

(3.0.1) (3.0.2) (3.0.3) (3.0.4) (3.0.5) (3.0.6) (3.0.7) 



[0055] In the most preferred embodiments of the antagonist compounds of the present invention, both R 40 and R 41 
are hydrogen, and the alkyl bridging element of partial Formula (3.0.0) is unsubstituted ethylene. In preferred embod- 
iments a single methyl, hydroxy, or methoxy substituent may be present, resulting in alkyl bridging elements such as 
those of partial Formulas (3.0.8) through (3.0.10): 




CH 3 H 3 C CH 3 

(3.0.8) (3.09) (3.0.10) 

[0056] [ Region al comprises a member selected from the group consisting of a moiety of partial Formula (4.0.0): 




(4.0.0) 

where "* n is a symbol representing the point of attachment of the aza-monocyclic moiety of partial Formula (4.0.0) to 
R e9ion P ; and is a symbol representing the point of attachment to R eg ion s K wil1 °e noted that in the moieties of 
partial Formula (4.0.0) the nitrogen atom covalently bonds said heterocyclic moieties to R eg jon P- 
[0057] The heterocyclic moiety of partial Formula (4.0. 1 ): 




(4.0.1) 

constituting a part of partial Formula (4.0.0) represents a monocyclic heterocyclic group containing a total of from 4- 
to 7-members of which one said member is nitrogen, wherein said heterocyclic group is a member independently 
selected from the group consisting essentially of azetidinyl; pyrrolidinyl; piperidinyl; and azepinyl, which may also be 
referred to as homopiperidinyl. With respect to the moieties of partial Formula (4.0.0) which define Region X tnen » there 
is included the following groups represented by partial Formulas (4.0.2) through (4.0.5): 
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rf cr ci cy 

(4.0.2) (4.0.3) (4.0.4) (4.0.5) 

[0058] The above-defined moieties of partial Formula (4.0.0) are optionally mono-substituted by R 45 where R 45 is 
10 absent or is a member independently selected from the group consisting essentially of (C 1 .C 4 )alkyl including dimethyl; 
(C 3 _C 6 )cycbalkyl; (C^C^alkoxy; -CF 3 ; -COgR 4 where R 4 is as defined further above; oxo; -OH; -CN; -C^OJNR^R 4 ^ 
-NR^R 4 ^ -NR 4 a C(=0)R 4 b ; -NR^C^OJORV -NR 4 a S(=0) p R 4 b ; -S(=0) p NR 4 a R 4 b where R 4 a and R* b are are each 
independently selected from hydrogen; (C,_C 2 )alkyl; (C-,.C 2 )alkoxycarbonyl; (C^alkylcarbonyl; (C 1 .C 2 )alkylcarbony- 
loxy and (C 1 .C 2 )alkoxy(C 1 .C 2 )alkyl. It will be understood that in the moieties of partial Formula (4.0.0), the substituent 
is R45 i s attached to a single carbon atom of the above-above-described heterocyclic group. It will be further understood 
that where R 45 is defined as (C^ )alkyl, the methyl substituent may occur twice on a single carbon atom of the heterocyclic 
group, i.e., be a dimethyl substituent. 

[0059] The substituent group R 46 is absent or is a member independently selected from the group consisting essen- 
tially of hydrogen; (C v C 4 )alkyl substituted by 0 or 1 substituent independently selected from (C-,_C 2 )alkoxy and -C0 2 R 4 
where R 4 is as defined further above; and -»0. It will be appreciated that in the case where substituent R 46 is selected 
to oe other than absent, that it will result in said nitrogen atom and said moiety of partial Formula (4.0.0) being in 
: jaternary form. However, generally the quaternary forms of the compounds of the present invention are less preferred 
.nan their non -quaternary counterparts, although the skilled artisan can readily foresee that some particular embodi- 
ment may have more advantageous properties in its quaternary form than in its non-quaternary form. 
[0060] Although it is preferred that the moieties of partial Formula (4.0.0) remain unsubstituted, i.e., that R 45 be 
absent, some examples of substituted moieties which are included within the scope of preferred embodiments of the 
present invention are those depicted in partial Formulas (4.0.6) through (4.0.13), inclusive: 
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45 




(4.0.10) (4.0.11) (4.0.12) (4.0.13) 

[0061] [ Region 51 constitutes the right-hand end of the compounds of Formula (I) and is attached directly to Region Y 
so described above. 

[0062] Region s consists of the compounds of Formula (I) which comprise subclasses having aryl and heterocyclyl- 
(substituted)-amides, carbamates or ureas of partial Formula (5.1.0): 
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R 73 



W 5 — R 82 

(5.1.0) 

io where the symbol ■*■ has the same meaning as defined further above; R 73 is hydrogen or (C v C 2 )alkyl; and W 5 

is selected from the moieties of partial Formulas (5.1.1) through (5.1.12), inclusive: 

• Xr XX. A~r X. 

R 75 

20 (5.1-1) (5,1.2) (5.1.3) (5.1.4) 



ii Yi ^ ( 0) 2 \°h 





(5.1.5) (5.1.6) (5.1.7) (5.1.8) 



R 75 R 74 R 74 R 74 R 75 

(5.1.9) (5.1.10) (5.1.11) (5.1.12) 



where the symbol: indicates the point of attachment of the moiety W 5 represented by partial Formulas (5.1 .1 ) 
through (5.1 .12) to the nitrogen atom in partial Formula (5.1.0), and the symbol: indicates the point of attachment 
45 of the moiety W 5 to R 82 . The substituents R 74 and R 75 are independently selected from hydrogen; (C, .C 2 )alkyl substi- 
tuted by 0 or 1 substituent independently selected from OH; and (C,.C 2 )alkoxy. 

[0063] The group R 82 may be selected from phenyl; cinnolinyl; furyl; thienyl; pyrrolyl; oxazolyl; isoxazolyl; thiazolyl; 
isothiazolyl; imidazolyl; imidazolinyl; pyrazolyl; pyrazolinyl; oxadiazolyl; thiadiazolyl; triazolyl, pyridyl; pyrazinyl; pyri- 
dazinyl; pyrimidinyl; parathiazinyl; indoiyl; isoindolyl; indolinyl; benzo[D]furanyl; 2;3-dihydrobenzofuranyl; benzo[b]thi- 
50 ophenyl; 1 H-indazolyl; benzimidazolyl; benzthiazolyl; quinolinyl; isoquinolinyl; phthalazinyl; quinazolinyl; and quinoxal- 
inyl. The aryl or heterocyclyl groups comprising R 82 may be substituted with 0 to 3 substituents R 78 where R 78 is 
selected from oxo; -CI; -F; -OH; (C v C 2 )alkyl; (C 1 .C 3 )alkoxy; -CF 3 ; -CN; -C(=0)OR 79 ; -C(=O)NR 79 R S0 ; -NR^R 80 ; 
-NR 7 9C(=O)R 8 0; -NR 7 9C(=O)OR 8 0; -NR 7 9S(=O) 2 R 8 0; and -S^O^NR^RSO where R 7 ^ and R80 a re each hydrogen or 
(C^C^alkyl. 

ss [0064] Preferred groups of Formula (5.1.0) include ureas and amides. Carbamates are most preferred. 

[0065] Accordingly, preferred embodiments of the compounds of the present invention include partial Formulas 
(5.1.1) through (5.1.10): 
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(5.1.6) (5.1.7) (5.1.8) (5.1.9) (5.1.10) 



[0066] The compounds of the present invention may be utilized in the form of acids, esters, or other chemical deriv- 
es atives. It is also within the scope of the present invention to utilize those compounds in the form of pharmaceutical^ 
acceptable salts derived from various organic and inorganic acids and bases in accordance with procedures well known 
in the art. The expression "pharmaceutical ly acceptable salt as used herein is intended to mean an active ingredient 
comprising a compound of Formula (I) utilized in the form of a salt thereof, especially where said salt form confers on 
said active ingredient improved pharmacokinetic properties as compared to the free form of said active ingredient or 
30 other previously disclosed salt form. 

[0067] A pharmaceutical^ acceptable salt form of said active ingredient may also initially conler a desirable phar- 
macokinetic property on said active ingredient which it did not previously possess, and may even positively affect the 
pharmacodynamics of said active ingredient with respect to its therapeutic activity in the body. 

[0068] The pharmacokinetic properties of said active ingredient which may be favorably affected include, e.g., the 
-35 manner in which said active ingredient is transported across cell membranes, which in turn may directly and positively 
affect the absorption, distribution, biotransformation or excretion of said active ingredient. While the route of adminis- 
tration of the pharmaceutical composition is important and various anatomical, physiological and pathological factors 
can critically affect bioavailability, the solubility of said active ingredient is usually dependent upon the character of the 
particular salt form thereof which it utilized. Further an aqueous solution may provide the most rapid absorption of an 
40 active ingredient into the body of a patient being treated, while lipid solutions and suspensions, as well as solid dosage 
forms, may result in less rapid absorption. Oral ingestion of said active ingredient is the most preferred route of ad- 
ministration for reasons of safety, convenience, and economy, but absorption of such an oral dosage form can be 
adversely affected by physical characteristics such as polarity, emesis caused by irritation of the gastrointestinal mu- 
cosa; destruction by digestive enzymes and low pH, irregular absorption or propulsion in the presence of food or other 
45 drugs, and metabolism by enzymes of the mucosa, the intestinal flora, or the liver. Formulation of said active ingredient 
into different pharmaceutical^ acceptable salt forms may be effective in overcoming or alleviating one or more of the 
above-recited problems encountered with absorption of oral dosage forms. 

[0069] Well-known pharmaceutical ly acceptable salts include, but are not limited to acetate, adipate, alginate, as- 
partate, benzoate, benzenesulfonate, besylate, bisulfate, butyrate : citrate, camphorate, camphorsulfonate, cyclopen- 

50 tanepropionate, digluconate, dodecysulfate, ethanesulfonate, fumarate, glucoheptanoate, gluconate, glycerophos- 
phate, hemisuccinate, hemisulfate, heptanoate, hexanoate, hippurate, hydrochloride, hydrobromide, hydroiodide, 
2-hydroxyethanesulfonate : isethionate, lactate, lactobionate, maleate, mandelate, methanesulfonate : 2-naphthale- 
nesulfonate, nicotinate : nitrate, oxalate, oleate, pamoate, pectinate : persulfate, 3-phenylpropionate, phosphonate, 
picrate, pivalate, propionate, salicylate, sodium phosphate, stearate, succinate, sulfate, sulfosal icy late, tartrate, thio- 

55 cyanate, thiomalate, tosylate, and undecanoate. 

[0070] Base salts of the compounds of the present invention include, but are not limited to ammonium salts; alkali 
metal salts such as sodium and potassium; alkaline earth metal salts such as calcium and magnesium; salts with 
organic bases such as dicyclohexylamine, meglumine, N-methyl-D-glucamine, tris-(hydroxymethyl)-methylamine 
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(tromethamine), and salts with amino acids such as arginine, lysine, etc. Compounds of the present invention which 
comprise basic nitrogen-containing groups may be quatemized with such agents as (C-,-C 4 ) alkyl halides, e.g., methyl, 
ethyl, /sopropyl and tert-butyl chlorides, bromides and iodides; di(C 1 -C 4 )alkyl sulfate, e.g., dimethyl, diethyl and diamyl 
sulfates; (C 10 -C 18 )alky! halides, e.g., decyl, dodecyl, lauryl, myristyl andstearyl chlorides, bromides and iodides; and 
s aryl-(C 1 -C 4 ) alkyl halides, e.g., benzyl chloride and phenethyl bromide. Such salts permit the preparation of both water- 
soluble and oil-soluble compounds of the present invention. 

[0071] Among the above-recited pharmaceutical salts those which are preferred include, but are not limited to ace- 
tate, besylate, citrate, fumarate, gluconate, hemisuccinate, hippurate, hydrochloride, hydrobromide, isethionate, man- 
delate, meglumine, nitrate, oleate, phosphonate, pivalate, sodium phosphate, stearate, sulfate, sulfosal icy late, tartrate, 
10 thiomalate, tosylate, and tromethamine. 

[0072] Multiple salts forms are included within the scope of the present invention where a compound of the present 
invention contains more than one group capable of forming such pharmaceutical^ acceptable salts. Examples of typical 
multiple salt forms include, but are not limited to bitartrate, diacetate, dif umarate, dimeglumine, diphosphate, disodium, 
and trihydrochloride. 

is [0073] The compounds of this invention can be administered alone but will generally be administered in admixture 
with one or more suitable pharmaceutical excipients, diluents or carriers selected with regard to the intended route of 
administration and standard pharmaceutical practice. 

[0074] For example, the compounds of the formula (I) can be administered orally or sublingually in the form of tablets, 
capsules, ovules, elixirs, solutions or suspensions, which may contain flavouring or colouring agents, for immediate or 
controlled release applications. 

[0075] Such tablets may contain excipients such as microcrystalline cellulose, lactose, sodium citrate, calcium car- 
bonate, dicalcium phosphate and glycine, disintegrants such as starch (preferably com, potato or tapioca starch), 
alginic acid and certain complex silicates, and granulation binders such as polyvinylpyrrolidone, sucrose, gelatin and 
acacia. Additionally, lubricating agents such as magnesium stearate, sodium lauryl sulfate and talc may be included. 
[0076] Solid compositions of a similar type may also be employed as fillers in gelatin capsules. Preferred excipients 
in this regard include lactose or milk sugar as well as high molecular weight polyethylene glycols. For aqueous sus- 
pensions and/or elixirs, the compounds of the formula (I) may be combined with various sweetening or flavouring 
agents, colouring matter or dyes, with emulsifying and/or suspending agents and with diluents such as water, ethanol, 
propylene glycol and glycerin, and combinations thereof. 

M> [0077] The compounds of the formula (I) can also be injected parenterally, for example, intravenously, intraperito- 
neal^, intrathecal^, intraventricularly, intrastemally, intracranial^, intramuscularly or subcutaneous ly, or they may be 
administered by infusion techniques. They are best used in the form of a sterile aqueous solution which may contain 
other substances, for example, enough salts or glucose to make the solution isotonic with blood. The aqueous solutions 
should be suitably buffered (preferably to a pH of from 3 to 9), if necessary. The preparation of suitable parenteral 

35 formulations under sterile conditions is readily accomplished by standard pharmaceutical techniques well known to 
those skilled in the art. 

[0078] For oral and parenteral administration to human patients, the daily dosage level of the compounds of the 
formula (I) will usually be from t microgram/kg to 25 mg/kg (in single or divided doses). 

[0079] Thus tablets or capsules of the compound of the formula (I) may contain from 0.05 mg to 1.0 g of active 
40 compound for administration singly or two or more at a time, as appropriate. The physician in any event will determine 
the actual dosage which will be most suitable for any individual patient and it will vary with the age, weight and response 
of the particular patient. The above dosages are exemplary of the average case. There can, of course, be individual 
instances where higher or lower dosage ranges are merited and such are within the scope of this invention. 
[0080] The compounds of formula (I) can also be administered intranasally or by inhalation and are conveniently 
45 delivered in the form of a dry powder inhaler or an aerosol spray presentation from a pressurised container or a nebuliser 
with the use of a suitable propellant, eg dichlorodifluoromethane, t rich lorofluorom ethane, dichlorotetrafluoroethane, a 
hydrofluoroalkane such as 1 ,1 ,1 ,2-tetrafluorethane (HFA 1 34a), carbon dioxide or other suitable gas. In the case of a 
pressurised aerosol, the dosage unit may be determined by providing a valve to deliver a metered amount. The pres- 
surised container or nebuliser may contain a solution or suspension of the active compound, eg using a mixture of 
so ethanol and the propellant as the solvent, which may additional contain a lubricant, eg sorbitan trioleate. Capsules and 
cartridges (made : for example, from gelatin) for use in an inhaler or insufflator may be formulated to contain a powder 
mix of a compound of the formula (I) and a suitable powder base such as lactose or starch. 

[0081 ] Aerosol or dry powder formulations are preferably arranged so that each metered dose or "puff " contains from 
20 u.g to 20 mg of a compound of the formula (I) for delivery to the patient. The overall daily dose with an aerosol will 
ss be in the range of from 20 u.g to 20 mg which may be administered in a single dose or, more usually, in divided doses 
throughout the day. 

[0082] Alternatively, the compounds of the formula (I) can be administered in the form of a suppository or pessary, 
or they may be applied topically in the form of a lotion, solution, cream, ointment or dusting powder. The compounds 
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of the formula (I) may also be transdermal ly administered by the use of a skin patch. They may also be administered 
by the ocular route, particularly for treating neurological disorders of the eye. 

[0083] For ophthalmic use, the compounds can be formulated as micronised suspensions in isotonic, pH adjusted, 
sterile saline, or, preferably, as solutions in isotonic, pH adjusted, sterile saline, optionally in combination with a pre- 

5 servative such as benzylalkonium chloride. Alternatively, they may be formulated in an ointment such as petrolatum. 
[0084] For application topically to the skin, the compounds of the formula (I) can be formulated as a suitable ointment 
containing the active compound suspended or dissolved in, for example, a mixture with one or more of the following: 
mineral oil, liquid petrolatum, white petrolatum, propylene glycol, polyoxyethylene polyoxy propylene compound, emul- 
sifying wax and water. Alternatively, they can be formulated as a suitable lotion or cream, suspended or dissolved in, 

io for example, a mixture of one or more of the following: mineral oil, sorbitan monostearate, a polyethylene glycol, liquid 
paraffin, polysorbate 60, cetyl esters wax, cetearyl alcohol, 2-octyldodecanol, benyl alcohol and water. 
[0085] The compounds of Formula (I) are described herein as possessing biological activity such that they are able 
to modulate CCR5 chemokine receptor activity and consequent or associated pathogenic processes subsequently 
mediated by the CCR5 receptor and its ligands. The expression "modulate CCR5 chemokine receptor activity" as used 

is herein is intended to refer to manipulation of the basic physiological processes and agencies which involve CCR5 
chemokine receptors and their ligands. Included within the scope of this intended meaning are all types and subtypes 
of CCR5 receptors, in whatever tissues of a particular patient they are found, and in or on whatever components of 
the cells comprising those tissues they may be located. Most commonly, CCR5 receptors are situated on the cell 
membranes of particular cell types such as monocytes. CCR5 receptors participate in and define, along with various 

20 endogenous ligands to which they are naturally bound, signaling pathways which control important cellular and tissue 
functions by means of the influence which they exert on the movement of agents such as the chemokines, into and 
out of those cells and tissues. 

[0086] The basic functioning of the CCR5 receptors and their ligands may be modulated in a number of ways, and 
the scope of the present invention is not limited in that regard to any particular existing or hypothesized pathway or 

2S process. Thus, included within the intended meaning of modulation of CCR5 chemokine receptor activity, is the use of 
synthetically derived modulators introduced into a patient being treated, such as the compounds of Formula (I) de- 
scribed herein. These exogenous agents may modulate CCR5 receptor activity by such well known mechanisms as 
competitive binding in which the natural ligands are displaced and their inherent functions disrupted. However, the 
present invention is not limited to any such specific mechanism or mode of action. Thus, "modulation" as used herein 

30 is intended to encompass preferably agonism, but also antagonism, partial agonism and/or partial antagonism. Cor- 
respondingly, the term "therapeutically effective amount" means the amount of the subject compound that will elicit the 
biological or medical response of a tissue, system, animal or human that is being sought. 

[0087] The term "patient" in this specification refers particularly to humans. However the compounds, methods and 
pharmaceutical compositions of the present invention may be used in the treatment of animals. 

35 [0088] Further included within the scope of the present invention are metabolites or residues of the compounds of 
Formula (I) which possess biological activity such that they are able to modulate CCR5 chemokine receptor activity 
and consequent or associated pathogenic processes subsequently mediated by the CCR5 receptor and its ligands. 
Once synthesized, the CCR5 chemokine receptor modulating activities and specificities of the compounds of Formula 
(I) according to the present invention may be determined using in vitro and in vivo assays which are described in detail 

40 further below. 

[0089] The desirable biological activity of the compounds of Formula (I) may also be improved by appending thereto 
appropriate functionalities which enhance existing biological properties of the compound, improve the selectivity of the 
compound for the existing biological activities, or add to the existing biological activities further desirable biological 
activities. Such modifications are known in the art and include those which increase biological penetration into a given 
45 biological system, e.g., blood, the lymphatic system, and central nervous system; increase oral availability; increase 
solubility to allow administration by injection; alter metabolism; and alter the rate of excretion of the compound of 
Formula (I). 

[0090] The dosage and dose rate of the compounds of Formula (I) effective for treating or preventing diseases and 
conditions in a patient which are mediated by or associated with modulation of CCR5 chemokine receptor activity as 

50 described herein, as well as for favorably affecting the outcome thereof in said patient, in accordance with the methods 
of treatment of the present invention comprising administering to said patient a therapeutically effective amount of a 
compound of Formula (I), will depend on a variety of factors such as the nature of the active ingredient, the size of the 
patient, the goal of the treatment, the nature of the pathology being treated, the specific pharmaceutical composition 
used, the concurrent treatments that the patient may be subject to, and the observations and conclusions of the treating 

55 physician. 

[0091] Generally, however, the effective therapeutic dose of a compound of Formula (I) which will be administered 
to a patient will be between about 10 jag (0.01 mg)/kg and about 60.0 mg/kg of body weight per day, preferably between 
about 100 u.g (0.1 mg)/kg and about 10 mg/kg of body weight per day, more preferably between about 1 .0 mg/kg and 
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about 6.0 mg/kg of body weight per day, and most preferably between about 2.0 mg/kg and about 4.0 mg/kg of body 
weight per day of the active ingredient of Formula (I). 

[0092] Included within the scope of the present invention are embodiments comprising coadministration of, and com- 
positions which contain, in addition to a compound of the present invention as active ingredient, additional therapeutic 
agents and active ingredients. Such multiple drug regimens, often referred to as combination therapy, may be used in 
the treatment and prevention of any of the diseases or conditions mediated by or associated with CCR5 chemokine 
receptor modulation, particularly infection by human immunodeficiency virus, HIV. The use of such combinations of 
therapeutic agents is especially pertinent with respect to the treatment and prevention of infection and multiplication 
within a patient in need of treatment or one at risk of becoming such a patient, of the human immunodeficiency virus, 
HIV, and related pathogenic retroviruses. The ability of such retroviral pathogens to evolve within a relatively short 
period of time into strains resistant to any monotherapy which has been administered to said patient is well known in 
the technical literature. 

[0093] In addition to the requirement of therapeutic efficacy which may necessitate the use of active agents in addition 
to the CCR5 chemokine receptor modulating compounds of Formula (I), there may be additional rationales which 
compel or highly recommend the use of combinations of drugs involving active ingredients which represent adjunct 
therapy, i.e., which complement and supplement the function performed by the CCR5 chemokine receptor modulating 
compounds of the present invention. Such supplementary therapeutic agents used for the purpose of auxiliary treatment 
include drugs which, instead of directly treating or preventing a disease or condition mediated by or associated with 
CCR5 chemokine receptor modulation, treat diseases or conditions which directly result from or indirectly accompany 
the basic or underlying CCR5 chemokine receptor modulated disease or condition. For example, where the basic CCR5 
chemokine receptor modulated disease or condition is HIV infection and multiplication, it may be necessary or at least 
desirable to treat opportunistic infections, neoplasms, and other conditions which occur as the result of the immune- 
compromised state of the patient being treated. Other active agents may be used with the compounds of Formula (I), 
e.g., in order to provide immune stimulation or to treat pain and inflammation which accompany the initial and funda- 
25 mental HIV infection. 

[0094] Thus, the methods of treatment and pharmaceutical compositions of the present invention may employ the 
compounds of Formula (I) in the form of monotherapy, but said methods and compositions may also be used in the 
form of multiple therapy in which one or more compounds of Formula (I) are coadministered in combination with one 
or more known therapeutic agents such as those described in detail further herein. 
30 [0095] The present invention also provides methods of treatment in which said pharmaceutical compositions are 
administered to a patient. Such methods relate to treating or preventing a disease or condition by modulating CCR5 
chemokine receptor activity and consequent or associated pathogenic processes subsequently mediated by the CCR5 
receptor and the active ligands with which it interacts or is bound. CCR5 and the other chemotactic cytokine, i.e., 
chemokine, receptors, play a key role in the control of a number of processes which take place in the bodies of animals'. 
Chemokine receptors, of which more than forty different species divided into four families are presently known to exist, 
are proteins having a number of structural features in common, which act through chemical signaling. In the a family 
of chemokines, one amino acid (X) separates the first two cysteine© residues, while in the p-chemokines the first two 
cysteine residues are adjacent to each other (C-C). Accordingly, these two families are identified as CXC and CC 
chemokines, respectively The chemokines bind specific cell-surface receptors belonging to the family of G-protein- 
40 coupled seven-transmembrane-domain proteins called "chemokine receptors", named in accordance with the class of 
chemokines which they bind, followed by "R" and a number. Thus, "CCR5 M is a C-C chemokine receptor. See Horuk 
Trends Pharm. ScL, 15,159-165 (1994) for further details. CCR5 thus belongs to the p-chemokine receptor family 
which is currently known to contain eight members, CCR1 through CCR3. 

[0096] The CC type of chemokine receptor interacts with various signaling proteins, including the monocyte chem- 
oattractant proteins, MCP-1 , -2, -3, -4, and -5; eotaxin-1 ; macrophage inflammatory proteins MIP-1 a, and MIP-1 p; and 
those regulated upon activation which are normal T-cell expressed and secreted, RANTES. The CCR5 type of chem- 
okine receptor in particular is known to interact with MIP-1 a, MIP-1 p; and RANTES in monocytes, activated T cells, 
dendritic cells, and natural killer cells. These p-chemokines do not act on neutrophils but rather attract monocytes! 
eosinophils, basophils, and lymphocytes with varying degrees of selectivity. 

[0097] The present invention relates to compounds of Formula (I) which are useful in treating or preventing HIV 
infection, and to methods of treatment and pharmaceutical compositions containing such compounds as the active 
ingredient. It will be understood that the term "HIV" as used herein refers to human immunodeficiency virus (HIV), 
which is the etiological agent of AIDS (acquired immune deficiency syndrome), a disease that results in progressive 
destruction of the immune system and degeneration of the central and peripheral nervous system. Several HIV repli- 
cation inhibitors are currently used as therapeutic or prophylactic agents against AIDS, and numerous others are pres- 
ently under investigation. 

[0098] In addition to cell-surface CD4, it has recently been shown that for entry into target cells, human immunode- 
ficiency viruses require a chemokine receptor, CCR5 and CXCR-4 among others, as well as the virus's primary receptor 
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CD4. The principal cofactor for entry mediated by the envelope glycoproteins of primary macrophage-tropic strains of 
HIV-1 is CCR5, which as already mentioned, is a receptor for the p-chemokines RANTES, MIP-1a and MIP-ip. See 
Deng, et ai. Nature, 381 , 661 -666 (1 996) for a further description of CCR5 mediated HIV entry. 
[0099] HIV attaches to the CD4 molecule on cells through a region of its envelope protein, gp1 20, and gp1 20 is part 

s of a multi-subunit complex, most likely a trimer of gp1 60, i.e., gp1 20 + gp41 . It is believed that the CD4 binding site on 
the gp120 of HIV interacts with the CD4 molecule on the cell surface, triggering conformational changes across the 
trimer, which allow it to bind to another cell-surface receptor, such as CCR5. This in turn enables gp41 to induce fusion 
with the cell membrane, and entry of the viral core into the cell. In addition, macrophage-tropic HIV and SIV envelope 
proteins have been shown to induce a signal through CCR5 on CD4+ cells, which may enhance the replication of the 

10 virus. See Weissman, et al. } Nature, 389, 981-985 (1997) for a description of this phenomenon. Further, it has been 
shown that a complex of gp120 and soluble CD4 interacts specifically with CCR5 and inhibits the binding of the natural 
CCR5 ligands, as described in Wu, etai, Nature, 384, 179-183 (1996); and Trkola, et ai, Nature, 384, 184-187 (1996). 
It has further been demonstrated that p-chemokines and related molecules, e.g., (AOP)-RANTES, prevent HIV fusion 
to the cell membrane and subsequent infection, both in vitro, as described in Dragic, et ai., Nature, 381 , 667-673 (1 996), 

is and in animal models. Finally, absence of CCR5 appears to confer protection from HIV-1 infection, as described in 
Nature, 382, 668-669 (1 996). In particular, an inherited frame-shifting mutation in the CCR5 gene, A32, has been shown 
to abolish functional expression of the gene in vitro, and individuals homozygous for the mutation are apparently not 
susceptible to HIV infection, while at the same time they do not seem to be immunocompromised by this variant. 
Furthermore, those heterozygote individuals that have been infected by HIV progress more slowly to full-blown clinical 

20 AIDS. In addition to validating the role of CCR5 in the infectious cycle of HIV, the above observations suggest that 
CCR5 is dispensable in the adult organism. 

[01 00] Although most HIV-1 isolates studied to date utilize CCR5 or CXCR-4, at least nine other chemokine receptors, 
or structurally related molecules, have also been described as supporting HIV-1 env-mediated membrane fusion or 
viral entry in vitro. These include CCR2b, CCR3, BOB/GPR15. Bonzo/STRL33/TYMSTR, GPR1 , CCR8, US28, 

2S V28/CX3CR1 , LTB-4, and APJ. There is good evidence that CCR3 can be used efficiently by a significant fraction of 
HIV-1 isolates in vitro, provided that this protein is over-expressed in transacted cells. Nevertheless, consistent evi- 
dence indicates that anti-HIV drugs targeted to chemokine receptors may not be compromised by this variability. Indeed, 
the chemokines RANTES, MIP-1cc, MIP-1p, SDF-1 have been shown to suppress replication of primary HIV isolates. 
A derivative of RANTES, (AOP)-RANTES, is a sub-nanomolar antagonist of CCR5 function in monocytes. Monoclonal 

30 antibodies to CCR5 have been reported to block infection of cells by HIV in vitro. A small molecule antagonist of CXCR4, 
identified as AMD3100, has been reported to inhibit infection of susceptible cultures by CXCR4 dependent primary 
and lab-adapted HIV viruses while another small molecule called TAK 779 blocks entry of CCR5-tropic strains (Baba, 
etai PNAS, 96 (10). 5698-5703 (1999); In addition, the majority of primary strains from early and late disease stages 
utilize CCR5 exclusively or in addition to other chemokine receptors, indicating that CCR5 dependent infection may 

35 play an essential role in the initiation and maintenance of productive HIV infection in a host. Accordingly, an agent 
which blocks CCR5 in patients including mammals, and especially humans who possess normal chemokine receptors, 
can reasonably be expected to prevent infection in healthy individuals and slow or halt viral progression in infected 
patients. 

[0101] Accordingly, the present invention is directed to the compounds of Formula (I) which inhibit the entry of human 
40 immunodeficiency virus into target cells and are therefore of value in the prevention and/or treatment of infection by 
HIV, as well as the prevention and/or treatment of the resulting acquired immune deficiency syndrome (AIDS). Evidence 
can be produced which is probative of the fact that the compounds of Formula (I) described herein inhibit viral entry 
through selective blockade of CCR5 dependent fusion. Consequently, the present invention also relates to pharma- 
ceutical compositions containing the compounds of Formula (I) as an active ingredient, as well as to the corresponding 
45 method of use of the compounds of Formula (I) as stand-alone agents, or in conjunction with other agents for the 
prevention and treatment of infection by HIV and resulting AIDS. 

[0102] The utility of the compounds of Formula (I) of the present invention as inhibitors of HIV infection may be 
demonstrated by any one or more methodologies known in the art, such as the HIV microculture assays described in 
Dimitrov etai, J. Clin. Microbiol. 28, 734-737 (1990)), and the pseudotyped HIV reporter assay described in Connor 

so etai, Virology 206 (2) 935-44 (1995). In particular, specific compounds of Formula (I) disclosed herein as preferred 
embodiments are shown to inhibit p24 production following replication of laboratory-adapted and primary HIV strains 
in primary blood lymphocytes (PBLs) and clonal cell-lines known to support replication of both CCR5 and CXCR-4 
tropic viruses, e.g., PM-1 and MOLT4-clone 8. It is also noted that only those viral strains known to use CCR5 are 
shown to be inhibited, whereas replication of CXCR-4 tropic viruses is shown to be unaffected, indicating that com- 

ss pounds of Formula (I) disclosed herein are able to prevent viral entry through selective blockade of CCR5 dependent 
fusion. Furthermore, compounds of Formula (I) are shown to inhibit entry of chimeric HIV reporter viruses pseudotyped 
with envelope from a CCR5 dependent strain (ADA). Finally compounds of Formula (I) are shown to inhibit infection 
of primary cells by HIV isolated from infected patient blood. Further confirmation of this anti-HIV mechanism is provided 
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by experiments outlined below. 

[01 03] The ability of the compounds of Formula (I) to modulate chemokine receptor activity is demonstrated by meth- 
odology known in the art, such as the assay for CCR5 binding following procedures disclosed in Combadiere et al, J. 
Leukoc. Biol. 60, 147-52 (1996); and/or intracellular calcium mobilisation assays as described by the same authors. 
Cell lines expressing the receptor of interest include those naturally expressing the receptor, such as PM-V or IL-2 
stimulated peripheral blood lymphocytes (PBL), or a cell engineered to express a recombinant receptor, such as CHO, 
300.19, L1.2 or HEK-293. In particular, the compounds of Formula (I) disclosed herein are shown to have activity in 
preventing binding of all known chemokine ligands to CCR5 in the above -ment ion ed binding assays. In addition, the 
compounds of Formula (I) disclosed herein are shown to prevent intracellular calcium mobilization in response to 
endogenous agonists, which is consistent with their functioning as CCR5 antagonists. For the treatment of infection 
by HI V and the prevention and/or treatment of the resulting acquired immune deficiency syndrome (AIDS), compounds 
of Formula (I) which are shown to be antagonists are preferred to compounds of Formula (I) which are shown to be 
agonists. 

[01 04] The present invention in one of its preferred embodiments is directed to the use of the compounds of Formula 
(I) disclosed herein for the prevention or treatment of infection by a retrovirus, in particular, the human immunodeficiency 
virus (HIV) and the treatment and/or delaying of the onset of consequent pathological conditions, including but no 
limited to AIDS. The expressions "treating or preventing AIDS" : and "preventing or treating infection by HIV" as used 
herein are intended to mean the treatment of a wide range of states of HI V infection: AIDS, ARC ( Al DS related complex), 
both symptomatic and asymptomatic, and actual or potential exposure to HIV. The quoted expressions are not intended, 
however, to be limited to the recited treatments, but rather are contemplated to include all beneficial uses relating to 
conditions attributable to an AIDS causative agent. For example, the compounds of Formula (I) are useful in treating 
infection by HIV after suspected past exposure to HIV by, e.g., blood transfusion, organ transplant, exchange of body 
fluids, sexual intercourse, bites, needle stick, or exposure to patient blood. In addition, a compound of Formula (I) may 
be used for the prevention of infection by HIV and the prevention of AIDS, such as in preor post-coital prophylaxis or 
in the prevention of maternal transmission of the HIV virus to a fetus or a child, whether at the time of birth, during the 
period of nursing, or in any other manner as above-described. 

[0105] In a preferred embodiment of the present invention, a compound of Formula (I) may be used in a method of 
inhibiting the binding of human immunodeficiency virus to a chemokine receptor such as CCR5, which comprises 
contacting the target cell with a therapeutically effective amount of a compound of Formula (I) which is effective to 
inhibit the binding of the virus to the chemokine receptor. The subject treated by these preferred methods of the present 
invention is a mammal, preferably a human, male or female, in whom modulation of chemokine receptor activity is 
desired and contemplated to be efficacious. As already pointed out, the term "modulation" as used herein is intended 
to encompass preferably antagonism, but also agonism, partial antagonism and/or partial agonism. Also, the expres- 
sion "therapeutically effective amount" as used herein is intended to mean the amount of a compound of Formula (I) 
as disclosed herein that will elicit the biological or medical response of a tissue, system, or animal, especially human 
that is being sought. 

[01 06] In another preferred embodiment of the present invention, a compound of Formula (I) may be used to evaluate 
putative retrovirus, especially HIV, mutants considered to be resistant to anti-HIV therapeutic agents, including the 
compounds of Formula (I) disclosed herein. Mutant viruses may be isolated from in vitro cultures by methods known 
in the art, but may also be isolated from in vivo animal infection models which have been disclosed in the art. More 
significantly, mutant viruses may be isolated from samples of patients undergoing treatment, whether optimal or sub- 
optimal, comprising administration of a compound of Formula (I), or any combination thereof with other known or to- 
be-discovered therapeutic agents. Such mutant viruses or their components, particularly their envelope proteins, may 
be used for several advantageous purposes, including but not limited to the following: (/) the evaluation and/or devel- 
opment of novel chemokine modulators or other agents having improved activity against such mutant viruses; and (//) 
the development of diagnostics capable of assisting physicians or other clinicians in the choice of a therapeutic regimen 
and/or outcome prediction for a patient. 

[0107] In a further preferred embodiment of the present invention, compounds of Formula (I) disclosed herein are 
used as tools for determining the co-receptor affinity of retroviruses including HIV and SIV, or their components, es- 
pecially their envelope proteins. This affinity data can be used for several advantageous purposes, including but not 
limited to phenotyping a given viral population, e.g. prior to administration of anti-retroviral therapy. The affinity data 
may also be used to predict the progression and outcome of the infection by the virus population involved. 
[01 08] In another preferred embodiment of the present invention, a compound of Formula (I) is used in the preparation 
and execution of screening assays for compounds which modulate the activity of chemokine, especially CCR5 recep- 
tors. For example, compounds of Formula (I) as disclosed herein are useful for isolating receptor mutants, which can 
then be made into screening tools for the discovery of even more potent compounds, following procedures well known 
in the art. Furthermore, the compounds of Formula (I) are useful in establishing or characterizing the binding sites of 
other ligands, including compounds other than those of Formula (I) and viral envelope proteins, to chemokine receptors, 
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e.g., by competitive inhibition. The compounds of Formula (I) are also useful for the evaluation of putative specific 
modulators of various chemokine receptors. As will be appreciated by the artisan, thorough evaluation of specific 
agonists and antagonists of the above -described chemokine receptors has been hampered by the lack of non-peptidyl, 
i.e., metabolically resistant compounds with high binding affinity for these receptors. Thus, the compounds of Formula 

5 (I) are useful as products which may be commercially exploited for these and other beneficial purposes. 

[0109] Included within the scope of the present invention are combinations of the compounds of Formula (I) with one 
or more therapeutic agents useful in the prevention or treatment of AIDS. For example, the compounds of the present 
invention may be effectively administered, whether at periods of pre-exposure and/or post-exposure to HIV, in combi- 
nation with therapeutically effective amounts of known AIDS antrvirals; immunomodulators, anti-infectives, or vaccines 

io familiar to those skilled in the art. It will be understood that the scope of such combinations which include the compounds 
of Formula (I) is not limited to the above-recited list, but includes as well any combination with another pharmaceutical^ 
active agent which is useful for the prevention or treatment of HIV and AIDS. 

[0110] Preferred combinations of the present invention include simultaneous, or sequential treatments with a com- 
pound of Formula (I) and one or more inhibitors of HIV protease and/or inhibitors of HIV reverse transcriptase, preferably 

is selected from the class of non-nucleoside reverse transcriptase inhibitors (NNRTI), including but not limited to nevi- 
rapine, delavirdine, and efavirenz; from among the nucleoside/nucleotide inhibitors, including but not limited to zido- 
vudine, didanosine, zalcitabine, stavudine, iamivudine, abacavir, and adefovir dipivoxil; and from among the protease 
inhibitors, including but not limited to indinavir, ritonavir, saquinavir, nelfinavir, and amprenavir. Other agents useful in 
the above-described preferred embodiment combinations of the present invention include current and to-be-discovered 

20 investigational drugs from any of the above classes of inhibitors, including but not limited to FTC, PMPA, fozivudine 
tidoxil, talviraline, S-1153, MKC-442, MSC-204, MSH-372, DMP450, PNU-140690, ABT-378, and KNI-764. There is 
also included within the scope of the preferred embodiments of the present invention, combinations of a compound of 
Formula (I) together with a supplementary therapeutic agent used for the purpose of auxiliary treatment, wherein said 
supplementary therapeutic agent comprises one or more members independently selected from the group consisting 

25 of proliferation inhibitors, e.g., hydroxyurea; immunomodulators, e.g., sargramostim, and various forms of interferon 
or interferon derivatives; fusion inhibitors, e.g., AMD3100, T-20, PRO-542, AD-349, BB-10010 and other chemokine 
receptor agonists/antagonists; integrase inhibitors, e.g., AR177; RNaseH inhibitors; inhibitors of viral transcription and 
RNA replication; and other agents that inhibit viral infection or improve the condition or outcome of HIV-infected indi- 
viduals through different mechanisms. 

30 [0111] Preferred methods of treatment of the present invention for the prevention of HIV infection, or treatment of 
aviremic and asymptomatic subjects potentially or effectively infected with HIV, include but are not limited to adminis- 
tration of a member independently selected from the group consisting of: (/) a compound within the scope of Formula 
(I) as disclosed herein; (//) one NNRTI in addition to a compound of (/); (///) two NRTl in addition to a compound of (/); 
(/V) one NRTl in addition to the combination of (/'/); and (v) a compound selected from the class of protease inhibitors 

35 used in place of an NRTl in combinations (Hi) and (/V). 

[0112] The preferred methods of the present invention for therapy of HIV-infected individuals with detectable viremia 
or abnormally low CD4 counts further include as a member to be selected: (w) treatment according to (/) above in 
addition to the standard recommended initial regimens for the therapy of established HIV infections, e.g., as described 
in Bartlett, J. G., "1998 Medical management of HIV infection", Johns Hopkins University publishers, ISBN 

40 0-9244-2809-0. Such standard regimens include but are not limited to an agent from the class of protease inhibitors 
in combination with two NRTIs; and (w7) a standard recommended initial regimens for the therapy of established HIV 
infections, e.g., as described in Bartlett, J. G., "1998 Medical management of HIV infection", Johns Hopkins University 
publishers, ISBN 0-9244-2809-0), where either the protease inhibitor component, or one or both of the NRTIs is/are 
replaced by a compound within the scope of Formula (I) as disclosed herein. 

45 [01 1 3] The preferred methods of the present invention for therapy of HIV-infected individuals that have failed antiviral 
therapy further include as a member to be selected: (viii) treatment according to (/) above, in addition to the standard 
recommended regimens for the therapy of such patients, e.g., as described in Bartlett, J. G., "1998 Medical manage- 
ment of HIV infection", Johns Hopkins University publishers, ISBN 0-9244-2809-0); and (ix) a standard recommended 
initial regimens for the therapy of patients who have failed antiretroviral therapy, e.g., as described in Bartlett, J. G., 

so "1998 Medical management of HIV infection", Johns Hopkins University publishers, ISBN 0-9244-2809-0), where either 
one of the protease inhibitor components, or one or both of the NRTIs is/are replaced by a compound within the scope 
of Formula (I) as disclosed herein. 

[0114] In the above-described preferred embodiment combinations of the present invention, the compound of For- 
mula (I) and other therapeutic active agents may be administered in terms of dosage forms either separately or in 
55 conjunction with each other, and in terms of their time of administration, either serially or simultaneously. Thus, the 
administration of one component agent may be prior to, concurrent with, or subsequent to the administration of the 
other component agent(s). 

[0115] The compounds of Formula (I) may be administered in accordance with a regimen of 1 to 4 times per day, 
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preferably once or twice per day. The specific dose level and frequency of dosage for any particular patient may be 
varied and w.ll depend upon a variety of factors including the activity of the specific compound employed the metabolic 
stability and length of action of that compound, the age, body weight, general health, sex, diet, mode and time of 
administration, rate of excretion, drug combination, the severity of the particular condition, and the host undergoing 
therapy. In particular, however, the treatment of retroviral infections, and more particularly HIV may be guided by 
genotypmg and phenotyping the virus in the course of or prior to the initiation of administration of the therapeutic agent 
In this way, it is possible to optimise dosing regimens and efficacy when administering a compound of Formula (I) for 
the prevention or treatment of infection by a retrovirus, in particular, the human immunodeficiency virus (HIV) 
[01 1 6] The compounds of this invention may be used for treatment of respiratory disorders , including- adult respiratory 
distress syndrome (ARDS), bronchitis, chronic bronchitis, chronic obstructive pulmonary disease, cystic fibrosis asth- 
ma, emphysema, rhinitis and chronic sinusitis. 
[0117] The invention is further described by means of examples, but not in any limitative sense. 
[0118] The following general synthetic routes may be employed. 

75 METHODS OF PREPARING COMPOUNDS OF THE PRESENT INVENTION 
[0119] 
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[0120] Preparation of the compounds of formula II from the amino acid derivative I where P is a suitable protecting 
group (preferably BOC), may be achieved for example, by reaction with di-tert-butyl dicarbonate in the presence of a 
base such as aqueous sodium hydroxide in a suitable solvent such as tetrahydrofuran. 

[0121] Compounds of formula III may be prepared by reduction of compounds of formula II, using a suitable reducing 
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agent, preferably diisobutyialuminium hydride in dichloromethane at -78°C. 

[0122] Compounds of the general formula IV may be prepared by the reductive alkylation of an appropriate amine 
of formula V, with an aldehyde, of formula Ml. The reaction may be carried out in the presence of an excess of suitable 
reducing agent (e.g. sodium triacetoxyborohydride) in a protic solvent system (acetic acid in dichloromethane or 

s 1 ,1,1 -trichloroethane), at room temperature. 

[0123] Subsequent removal of the nitrogen protecting group may be achieved using trifluoroacetic acid or hydrochlo- 
ric acid in a solvent such as dioxane or dichloromethane at room temperature for from 1 to 60 hours to provide the 
compound of formula VI. Compounds of general formula VII may be prepared by coupling the amine of formula VI with 
an acid (Z = OH) or acid derivative (e.g., Z = CI) of formula VIII using conventional amide bond forming techniques. 

io For example, the acid VIII may be activated using a carbodiimide such as 3-(3-dimethylamino-1-propyl)-1-ethylcarbo- 
diimide, optionally in the presence of 1 -hydroxybenzotriazole hydrate. These reactions may be performed in a suitable 
solvent such as dichloromethane, optionally in the presence of a tertiary amine, such as triethylamine or N-ethyldiiso- 
propylamine at about room temperature. 

[0124] Alternatively an acy! chloride of formula VIII, may be reacted with an amine of formula VI in the presence of 
15 a tertiary amine, such as triethylamine or N-diisopropylethylamine in a suitable solvent such as dichloromethane at 
room temperature. 

[0125] In a further variation a compound of formula VII, may be formed in a "one-pot procedure" by deprotection of 
a compound of formula IV, and coupling the resultant amine of formula VI with the acid derivative of formula VIII, using 
methods previously described. 

20 [01 26] When a compound of formula I is required as a single enantiomer it may be obtained according to the method 
of Davies et al. (J. Chem. Soc. Perk. Trans. I; 9; 1994; 1129). 

Synthesis II 

25 



30 




vm x 

35 



40 




n = 0 or 1 

50 [0127] Compounds of formula X may be prepared by coupling the amino acid derivative of formula VIII with an acid 
(Z = OH) or acid derivative (e.g., Z = CI) of formula IX using conventional amide bond forming techniques as described 
in synthesis I. R 3 may be hydrogen or OH. In the case of R 3 = OH methylation to R 3 = OCH 3 may be performed using, 
for example, iodomethane and silver oxide in acetonitrile at reflux. Compounds of formula XI may be prepared by 
reduction of compounds of formula X, according to the method described in synthesis I. Reductive alkylation of the 

55 amine of formula XII, with the aldehyde of formula XI, according to the method described in synthesis I, may provide 
the compounds of formula XIII. 

[0128] When a compound of formula VIII is required as a single enantiomer it may be obtained according to the 
method of Davies et al. (J. Chem. Soc. Perk. Trans. I; 9; 1994; 1129). 
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, < . °° mpC T ° f the 9 eneraI ,ormula XVI ma V be prepared by the reductive alkylation of an appropriate amine 
of formula XV. where P is a suitable protecting group (preferably trifluoroacetyl), with an aldehyde of formula XI The 
reaction may be earned out in the presence of an excess of suitable reducing agent (e.g. sodium triacetoxyborohydride) 
in a protic solvent system (acetic acid in 1 , 1 , 1 -trichloroethane), at room temperature 

[0130] Subsequent removal of the nitrogen protecting group in a "one-pot procedure" may be achieved using for 
example an excess of aqueous sodium hydroxide in a solvent such as ethanol at room temperature for 1 hour to 
provide the compound of formula XVI. 

[0131] Compounds of formula XVII may be prepared by coupling the amine of formula XVI with an acid (Z = OH) or 
Thesis! * ^ 9 " Z = °' ,0rmU,a XV '" USinQ COnventional amide forming techniques as described in syn- 
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;"01 32] Compounds of the formula XX (R 7 is preferably lower alkyl, for example methyl) may be prepared by reacting 
the protected amine (where P 1 is preferably benzyl) of formula IV, and the aldehyde of formula XIX. Typically, the 
reaction may be carried out with formaldehyde in formic acid and stirring the reaction mixture at 100°C for 1 hour 
following the Eschweiler-Clarke procedure. 

[0133] Subsequent removal of the nitrogen protecting group may be achieved under conditions of transfer hydro- 
genation, using a catalyst such as Pearlman's catalyst in the presence of excess ammonium formate in a suitable 
solvent conditions such as ethanol at reflux to provide the compound of formula XXI. 

[0134] Compounds of formula XXII may be prepared by coupling the amine derivative of formula XXI with an acid 
30 (Z = OH) or acid derivative (e.g., Z = CI) of formula VIII using conventional amide bond forming techniques as described 
in synthesis I. 



Synthesis V 
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[0135] Compounds of the general formula XXIII may be prepared from the amine of formula IV by removal of the 
nitrogen protecting group as described in synthesis 1 and subsequent coupling with an acyl derivative (preferably Y = 
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imidazolyl). using aprotic solvents such as dichloromethane, and base, preferably imidazole between 0°C and 

™r£Z:z7^::\ ^r* may ,hen be ,rea,ed at r °° m temp ^ ^ * 

Ior ex ample pyrrolidine, to yield the urea of the general structure XXIII. 
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as Six USSS rati °H ° f '"If ' n,erTTledtetes of the 9 ene ^' formula V, for example compounds of substructures such 
as XXIX and XXXII, are described in more detail in syntheses VI and VII 

[0137] The amine of formula XXVII may be prepared from the compound of formula XXVI where P1 is a suitable 
aSuTSS 'n°7 ( r fera ? H enZy0 ' bV trea,ment Wi,h 3 Carba ™>" chloride ' for — P's benzy, cNorSormaS at 

£ at ^Sr^^SSr 'rT^r' USin9 3 SUit3ble redUCi " 9 39ent ' SUCh as ,ithium «™ 
mVoof suitable solvent such as ether or tetrahydrofuran 

Lc dS - oTo^d ^ f0r 7 U,a , XXVI " T bG Prepafed by COUp,in 9 the derivative of formula XXVII with an 

Sfc^^?^ (9 - 9 1 2 = C,) ° f f ° rmU,a XV,H USm9 C ° nVenti0nal *™ de bon « ^9 techniques as 

Son SubSequent + r f moval of the nitr °9 en Protecting group may be achieved under conditions of transfer hydro- 
so^nTrl? 3 T* 33 Pear,man ' s c ^ in the presence of excess ammonium formate in a suiS 
solvent conditions such as ethanol at reflux to provide the compound of formula XXIX. 
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[01 40] The amide derivative of formula XXXI may be prepared from compound XXX, where P 1 is a suitable protecting 
group (preferably benzyl), by coupling with an acid (Z = OH) or acid derivative (e.g., Z = CI) of formula XVIII using 
2S conventional amide bond forming techniques as described in synthesis I. 

[0141] Subsequent removal of the nitrogen protecting group may be achieved under conditions of transfer hydro- 
genation, using a catalyst such as Pearlman's catalyst in the presence of excess ammonium formate in a suitable 
solvent conditions such as ethanol at reflux to provide the compound of formula XXXII. 

30 EXPERIMENTAL SECTION 

PREPARATION 1 

/V-(1-Benzyl-4-piperidinyl)-2-phenylacetamide 

35 



[0143] Phenacetyl chloride (7.29ml, 55.2mmol) was added dropwise to a diethyl ether (1 00ml) solution of 1 -benzyl- 
45 4-piperidinamine (10. 0g, 52.6mmol) and triethylamine (1 .60ml, 11.5mmol) at 0°C. The reaction mixture was stirred for 
30 minutes. The solution was washed with saturated sodium bicarbonate solution, water and brine, then dried (MgS0 4 ), 
filtered and the solvent removed under reduced pressure to afford the title compound as a white solid, 16.2g. 
[0144] 1 H NMR (300MHz, CDCI 3 ): 6 [ppm] 1.23-1.39 (2H, m), 1.79-1.90 (2H, m), 2.08 <2H, t), 2.68-2.77 (2H, m), 
3.45 (2H, s), 3.55 (2H, s), 3.73-3.87 (1H, m), 5.13-5.24 (1H, m), 7.20-7.39 (10H, m). 
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PREPARATION 2 

2-Phenvl-A^4-piperidinvl)acetamide 
[0145] 



[0146] To a solution of the title compound of preparation 1 (16g, 52mmol) in ethanol (100 ml) was added palladium 
hydroxide (5g), followed by portionwise addition of ammonium formate (16.3g, 259mmol). The reaction was heated to 
reflux for 30 minutes, then cooled and filtered through a pad of Arbocel®. The solvent was removed under reduced 
pressure to yield the title product as white foam : 8g. 

[0147] ^NMR (300MHz, CDCI 3 ): 6 [ppm]1. 11-1.27 (2H, m), 1 .81 -1 .90 (2H, m), 2.08 (1 H s) 2 65 (2H t) 2 94-3 03 
(2H, m), 3.55 (2H,s), 3.80-3.94 (1H, m), 5.19-5.32 (1H, m), 7.26-7.40 (5H, m). ' 

PREPARATION 3 

A/-(1-Benz vl-4-pjperidinvl)-2-(4-fluorophenvnacetamide 
[0148] 
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[0149] 1-Benzyl-4-piperidinylamine (5g, 26.1 mmol), 2-(4-fluorophenyl)acetic acid (4g, 26mmol). 1 -hydroxybenzot- 
riazole monohydrate (3.89g, 28.6mmol), 1-(3-dimethylaminopropyl)-3-ethy!-carbodiimide hydrochloride (6g 
31.2mmol) and triethylamine (4.4ml, 31.2mmol) were stirred together tor 18 hours in dichloromethane (250ml) The 
mixture was evaporated under reduced pressure and the residue dissolved in ethyl acetate before washing with water 
*» (x3). The organic layer was dried (MgS0 4 ). filtered and evaporated under reduced pressure to afford the title compound 
as a white solid, 9g. 

[0150] i H NMR (400 MHz, CDCI 3 ): 8 [ppm] 1 .24-1 .40 (2H, m), 1 .77-1 .87 (2H, m), 2.00-2 11 (2H m) 2 65-2 74 (2H 
m), 3.47 (2H, s), 3.48 (2H, s), 3.71-3.82 (1H, m), 5.13-5.23 (1H, m), 6.97-7.06 (2H, m), 7.16-7.32'(7H, m). 

4° PREPARATION 4 

2-(4-Fluorophenyl)-A/-(4-piperidinyl)acetamide 
[0151] 



[0152] The title compound of preparation 3 (2.85g, 8.73mmol) : ammonium formate (2.85g, 45 2mmol) and 20% 
pallad.um hydroxide on carbon (600mg) were heated in ethanol (50ml) at reflux until gas evolution ceased After cooling 
to room temperature the mixture was filtered through Arbocel® and the filtrate evaporated under reduced pressure to 
afford the title compound as a aum. 2.2g. 

[0153] i H NMR (400 MHz, CDCI 3 ): 8 [ppm] 1 .26-1 .40 (2H, m), 1 .84-1 .94 (2H, m), 2.65-2 74 (2H m) 3 03-3 11 (2H 
m), 3.50 (2H, s), 3.82-3.94 (1H, m), 5.40-5.48 (1H, m), 6.98-7.05 (2H, m), 7.18-7.24 (2H, m). 
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PREPARATION 5 

A/-(1 -Benzvl-4-piperidinvl)-2-(4-methoxvphenvl)acetamide 



[0154] 



cxavo ? 

CH 3 

[0155] 1 -(3-Dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (2.42g, 12.6mmol) was added to a solution of 
15 1 -benzyl-4-piperidinamine (2.0g, 10.5mmol), 4-methoxyphenylacetic acid (1.83g, 11.0mmol), 1-hydroxybenzotriazole 
hydrate (1.56g, 11.5mmol) and triethylamine (2.70ml, 26.2mmol) in dichloromethane (100ml). The reaction mixture 
was stirred for 1 8 hours after which time the solvent was evaporated under reduced pressure. The residue was dissolved 
in ethyl acetate and washed with water (3x), dried (MgS0 4 ), filtered and the solvent removed under reduced pressure 
to afford the title compound as a white solid, 3.44g. 
20 [0156] 1 H-NMR (300MHz, CDCI 3 ) : 6 [ppm] 1.22-1.40 (2H m), 1.81 (2H, d), 2.09 (2H, t), 2.70 (2H, d), 3.45 (2H, s), 
3.50 (2H, s), 3.72-3.87 (4H, m), 5.20 (1H, d), 6.88 (2H. d), 7.15 (2H, d), 7.26 (5H, m). 
LRMS : m/z 339 (MH + ) 

PREPARATION 6 

25 

2-(4-Methoxyphenvl)-A/-(4-piperidinyl)acetamide 



[0157] 

CH. 

35 3 



[01 58] Obtained from the title compound of preparation 5 as a clear oil in 92% yield using a similar procedure to that 
in preparation 2. 

[0159] 1 H-NMR (300MHz, CDCI 3 ) : 5 [ppm] 1 .32-1 .68 (2H, m), 1.88 (2H, d), 2.36 (2H, s), 2.50 (2H, t), 2.96-3.05 (2H, 
40 m), 3.46 (2H, s), 3.79-3.92 (3H, m), 5.27 (1H, d), 6.88 (2H, d), 7.15 (2H, d). 

PREPARATION 7 

1 -Benzyl-/v-methyl-4-piperidinamine hydrochloride 

45 

[0160] 



SO 




HCI 



ss [0161] Benzyl chloroformate (4.44g, 26.0mmol) in ether (10ml) was added dropwise to an ether (50ml) solution of 
A/-benzyl-4-piperidinamine (4.50g, 23.6mmol) and aqueous sodium hydrogen carbonate (50ml) at 0°C. After addition 
was complete the reaction was warmed to room temperaure and the layers separated, the organic layer was washed 
with brine, dried (MgS0 4 ), filtered and the solvent removed under reduced pressure. The residue was dissolved in 
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tetrahydrofuran (80ml) and lithium aluminium hydride (2.69g, 70.8mmo!) was added portionwise and the reaction heat- 
ed under reflux for 1 2 hours. Upon cooling to 0°C water (4ml) was cautiously added followed by 2N sodium hydroxide 
(4ml) and the precipitate removed by filtration. The solvent was removed under reduced pressure to yield a yellow oil 
which was dissolved in ether (100ml) and hydrogen chloride gas was bubbled through to give a white precipitate. 
5 Filtration furnished the title compound as a white solid, 4.30g. 

[0162] iH NMR (400 MHz, CDCI 3 ): 5 [ppm] 2.04 (2H, m), 2.38 (2H. d), 2.78 (3H, s), 3.18 (2H, t), 3 43 (1 H t) 3 60 
(2H, d), 4.38 (2H, s), 7.45 (3H, m), 7.58 (2H, m). 
LRMS: m/z 205 (MH + ) 

10 PREPARATION 8 

A/-(1-Benzyl-4-piperidinvl)-2-(4-methoxvphenvl)-A/-methylacetamide 
[0163] 



20 




CH 3 

[0164] 4-Methoxyphenylacetic acid (895mg, 5.39mmol), triethylamine (2.40ml, 17.1 mmol) and 1 -(3-dimethylamino- 
propyl)-3-ethyl-carbodiimide hydrochloride (1.1 2g, 5.88mmol) were added to a solution of the title compound of prep- 
aration 7 (1.00g, 4.90mmol) in dichloromethane (20ml). The mixture was stirred for 12 hours at room temperature, 
then partitioned between dichloromethane and water. The aqueous layer was separated and extracted with dichlo- 
romethane (2x). The combined organic extracts were washed with brine, dried (MgS0 4 ), filtered and evaporated under 
reduced pressure. The residual yellow oil was purified by column chromatography on silica gel using ethyl acetate: 
methanol (90:10) as eiuant to afford the title compound as a clear oil, 1 26g 

[0165] 1 H NMR (300 MHz, CDCI 3 ): 5 [ppm] 1.28-1.38 (1H, m), 1.45-1.95 (3H, m), 2.09-2.17 (1H, m), 2.81 (3H, s), 
2.83-2.98 (2H, m), 3.42-3.52 (2H, m), 3.61-3.70 (2H, m), 3.78 (3H, s). 4.42-4.59 (1H, m), 6.80-6.90 (2H, m), 7 10-7 20 
(2H, m), 7.20-7.37 (5H, m). 
LRMS: m/z 353 (MH + ) 

PREPARATION 9 



2-(4-Methoxvphenyl)-A/-methvl-A/-(4-piperidinvl)acetamide 
40 [0166] 



<f H 3 



45 



SO 



55 



nicy x^ol^ 

CH 3 

[0167] Obtained from the title compound of preparation 8 as a clear oil in 82% yield using a simitar procedure to that 
in preparation 2. 

[0168] 1H NMR (300 MHz, CDCI 3 ): 6 [ppm] 1.23-1.35 (1H, m); 1.45-1.65 (3H, m); 2.40-2.58 (3H, m); 2.75 (3H, s); 
2.99-3.15 (2H, m); 3.57-3.69 (2H, m); 3.73 (3H, s); 4.45-4.61 (1H, m); 6.79 (2H, d); 7.10 (2H, d). 
LRMS: m/z 263 (MH + ) 
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PREPARATION 10 

A/-f ( 3SH -Benzylpyrrolidinvll-2-(4-methoxyphenyl)acetamide 



[0169] 




[0170] 4-Methoxyphenylacetic acid (519mg, 3.13mmol), 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochlo- 
ride (651 mg, 3.39mmol) and 1 -hydroxybenzotriazole hydrate (458mg, 3.39mmol) were added to a solution of (3S)- 

1- benzyl-3-aminopyrrolidine (500mg, 2.83mmol) in dichloromethane (10ml). The mixture was stirred for 12 hours at 
room temperature, then partitioned between dichloromethane and water. The aqueous layer was separated and ex- 
tracted with dichloromethane (2x). The combined organic extracts were washed with brine, dried (MgS0 4 ), filtered and 
evaporated under reduced pressure to give the title compound as a pale pink solid, 600mg. 

[0171] *H NMR (300MHz, CDCI 3 ) : 8[ppm] 1.43 (1H, m), 2.20 (2H, m), 2.46 (2H, m), 2.78 (1H, t), 3.47 (2H, s), 3.52 
(2H, q), 3.80 (3H, s). 4.40 (1H, m), 5.78 (1H, br d), 6.87 (2H, d), 7.15-7.35 (7H, m). 
LRMS : m/z 325 (MH + ) 

PREPARATION 11 

2- (4-Methoxvphenvl)-A/-[(3S)-pvrrolidinvllacetamide 



[0173] Obtained from the title compound of preparation 10 as a white solid in 98% yield using a similar procedure 
to that in preparation 2. 

[0174] R F = 0.23 (dichloromethane:methanol:0.83 ammonia 80:20:1 ) 
[0175] LRMS: m/z 235 (MH + ) 

PREPARATION 12 

A/-[(3f?)-1-Benzvlpvrrolidinvll-2-(4-methoxvphenvl)acetamide 



[0177] 4-Methoxyphenylacetic acid (519mg, 3.13mmol), 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochlo- 
ride (651 mg, 3.39mmol) and 1 -hydroxybenzotriazole hydrate (458mg, 3.39mmol) were added to a solution of (3f?)- 
1 -benzyl-3-aminopyrrolidine (500mg, 2.83mmol) in dichloromethane (10ml). The mixture was stirred for 12 hours at 
room temperature, then partitioned between dichloromethane and water. The aqueous layer was separated and ex- 



[0172] 



<?H 3 




[0176] 
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tracted w.th dichloromethane (2x). The combined organic extracts were washed with brine, dried (MgS0 4 ) filtered and 
evaporated under reduced pressure. The residual pink solid was purified by column chromatography on silica gel usinq 
^o!°^ ethane:methan0,: ° 88 ammonia (95:5:0.5) as eluant to afford the title compound as a white solid 760mg 
[0178] 1H NMR (400MHz, CDCI 3 ) : 5[ppm] 1.43 (1H, m). 2.20 (2H, m), 2.46 (2H, m), 2 78 (1H t) 3 47 (2H s) 3 52 
(2H, q), 3.80 (3H. s). 4.40 (1H, m), 5.78 (1H, br d), 6.87 (2H, d), 7.15-7 35 (7H m) ' " ' 

[01 79] LRMS : m/z 325 (MH + ) 



PREPARATION 13 

2-(4-Methoxyphenvh-M(3/?)-pvrrolidinvllacetamide 
[0180] 



15 



20 



25 



[0181] Obtained from the title compound of preparation 12 as a white solid in 92% yield using a similar procedure 
to that in preparation 2. 

R F = 0.23 (dichloromethane:methanol:0.88 ammonia 80:20 1) 
LRMS: m/z 235 (MH + ) 

PREPARATION 14 



A/-(1-Benzvl-4-methyl-4-piperidinvl)acetamide 
30 [0182] 



40 



Concentrated su, P huric **i (3ml) was added dropwise to a solution of 1 -benzyM-methyl-4-piperidinol 
(640mg, 2.56mmol) in acetonitrile (4ml) at 0°C. After 1 hour the reaction was cautiously poured onto 2N sodium hy- 
droxide (20ml), the layers separated and the aqueous extracted with dichloromethane (3x). The combined organic 
extracts were washed with water, brine, dried (K 2 C0 3 ), filtered and evaporated under reduced pressure to afford the 
title compound as a clear oil, 600mg. 

[0184] i H NMR (400 MHz, CDCI 3 ): 8 [ppm] 1. 38 (3H, s), 1.61-1. 71 (2H,m),1. 92 (3H, s), 1.98-208(2H m) 218-224 
(2H, m), 2.56-2.60 (2H, m), 3.50 (2H, s), 7.20-7.38 (5H, m). j " 
45 LRMS: m/z 247 (MH + ) 

PREPARATION 15 



1-Benzyl-4-methvl-4-piperidinamine 

so 

[0185] 




40 
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[01 86] A solution of the title compound of preparation 1 4 (670mg, 3.28mmol) in concentrated hydrochloric acid (1 5ml) 
was heated under reflux for 24 hours and then cooled. The reaction mixture was cautiously poured onto 2N sodium 
hydroxide (50ml) solution and the aqueous solution extracted with dichloromethane (3x). The combined organic extracts 
were washed with brine, dried (MgS0 4 ), filtered and evaporated under reduced pressure to afford the title compound 
5 as a brown oil, 490mg. 

[01 87] 1 H NMR (400 MHz, CD 3 OD): 8 [ppm] 1 .09 (3H, s), 1 .43-1 .60 (4H, m), 2.38-2.53 (4H, m), 3.51 (2H, s), 7.20-7.37 
(5H, m). 

LRMS: m/z 204 (MH + ) 

io PREPARATION 16 

/V-(1-Benzyl-4-methyl-4-piperidinvl)-2-(4-methoxvphenvl)acetamide 

[0188] 



20 




[0189] 4-Methoxyphenylacetic acid (390mg, 2.36mmol) and 1-(3-dimethylaminopropyl)-3-ethyl-carbodiimide hydro- 
chloride (330mg, 1.73mmol) were added to a solution of the title compound of preparation 15 (320mg, 1.57mmol) in 
dichloromethane (10ml). The mixture was stirred for 12 hours at room temperature, then partitioned between dichlo- 
zs romethane and water. The aqueous layer was separated and extracted with dichloromethane (2x). The combined 
organic extracts were washed with brine, dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residual 
yellow oil was purified by column chromatography on silica gel using an elution gradient of ethyl acetate:methanol: 
0.88 ammonia (100:0:0 to 95:5:0.5) to afford the title compound as a white solid, 270mg. 

[0190] 1H NMR (400 MHz, CDCI 3 ): 8 [ppm] 1.32 (3H, s), 1.50-1.61 (2H, m), 1.82-1.98 (4H, m), 2.43-2.52 (2H, m), 
30 3.40 (2H, s), 3.43 (2H, s), 3.81 (3H, s), 6.90 (2H, d), 7.15 (2H, d), 7.21-7.35 (5H, m). 
LRMS: m/z 353 (MH + ) 

PREPARATION 17 

35 2-(4-Methoxyphenyl)-A/-(4-methyl-4-piperidinyi)acetamide 

[0191] 



[0192] Obtained from the title compound of preparation 16 as a yellow oil in 94% yield using a similar procedure to 
that in preparation 2. 

[0193] 1 H NMR (400 MHz, CDCI 3 ): 8 [ppm] 1.12 (3H, s), 1.41-1.52 (2H, m), 1.85-1.95 (2H, m), 2.35 (2H, br s), 
2.48-2.60 (2H, m), 2.70-2.80 (2H, m), 3.42 (2H, s), 3.69 (3H, s), 6.83 (2H, d), 7.15 (2H, d). 
LRMS: m/z 263 (MH + ) 
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PREPARATION TFt 

3-lff-Buto xycarbonyftaminol-3-phenvlproDanoic acid 
[0194] 



H,C O NHO 



K!2LJ h ? of d.-f-butyld,carbonate (17.1g, 78.7mmol) in tetrahydrofuran (60ml) was added to a solution of DL- 
3-am.no-3-phenylprop.on,c ac.d (10.0g, 60.5mmol) in aqueous 2N sodium hydroxide solution (145ml) and the reaction 

Sdmed rH T Pera,Ure 1 8 h ° UrS reaC,i ° n ^ dilUtSd ^ ^ WaShSd Wfth -ce^)ZZn 
J" 0 PH 3 US,n9 co "fntrated hydrochloric acid. This acidic solution was extracted with ethyl acetate (2x) the 

as an on wXo.fd ^ (M9S ° 4) ' ~" ^ MdUOad Pr6SSUre l ° ^ < he tttle co "P° und 

[0196] iH NMR (300MHz, CDCI 3 ) : S [ppm] 1 .40 (9H, s), 2.86 (2H, br s), 5.08 (1 H, br s), 7.30 (5H. m). 

PREPARATION 19 

Methyl-3- amino-3-phenylpropanoate hydrochloride 
[0197] 



HCI 



35 



40 



45 



SO 



55 



[0198] 3-Phenyl-P-alanine <13.0g, 78.8mmol) was dissolved in methanol hydrochloric acid (200ml 2 25M) The 
pressure to anord the title compound as a yellow oil, 16 9g 

[0199] 1 H-NMR (400MHz, CD 3 OD) : 5 [ppm] 3.00-3.19 (2H, m), 3.72 (3H, s), 4.74 (1H, t), 7.48 (5H, s). 
PREPARATION 20 

Methvl-3-f( cyclobutvlcarbonvl)amino1-3-phenvlpropanoate 
[0200] 



[0201] Cyclobutanecarbonyl chloride (6.91 ml, 86.7mmol) was added dropwise to a solution of the title compound of 
preparafon 19 (17.0g, 78 8mmo.) and triethylamine (24.2ml, 173.4mmol) in dichloromethane (200mVat 0»C ^he 
reactton mixture was stirred for 56 hours at room temperature after which time the mixture was washed with water then 
bnne, dned (MgS0 4 ), filtered and the solvent removed under reduced pressure to afford the title compound aTa ye^w 

s^s {^^i^siT m> ' 2 1 °- 2 35 (4H ' 2 ^ 00 -* 3 03 * * -* 
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LRMS : m/z 262 (MH + ) 
PREPARATION 21 
5 /V-(30xo-1-phenvlpropyl)cvclobutanecarboxamide 
[0203] 



70 




[0204] Diisobutylaluminium hydride (42.1ml of a 1 .0M solution in dichloromethane, 42.1mmol) was added dropwise 
to a solution of the title compound of preparation 20 (5.0g, 19.1 mmol) in dichloromethane (1 00ml) at -78°C. The reaction 
mixture was stirred at this temperature for a further 1 hour, then methanol (5ml) precooled to -78°C was added. The 
mixture was warmed to room temperature and washed with 2N hydrochloric acid, water, brine, dried (MgS0 4 ), filtered 
20 and the solvent evaporated under reduced pressure to afford the title compound as a yellow oil, 3.3g. 

[0205] 1 H-NMR (400MHz, CDCI 3 ) : 6 [ppm] 1.81-2.35 (6H, m), 2.90-3.10 (3H, m), 5.50 (1H, m), 6.00 (1H, br d), 
7.23-7.39 (5H, m), 9.75 (1 H, m). 
LRMS : m/z 232 (MH + ) 

2S PREPARATION 22 

(3fo-3-f{f-Butoxvcarbonyl)amino|-3-phenvlpropanoic acid 

[0206] 



35 




[0207] Obtained from (3/?)-3-amino-3-phenylpropanoic acid as a white solid in 98% yield using a similar procedure 
to that in preparation 18. 

40 [0208] 1 H-NMR (400MHz, CDCl 3 ) : h [ppm] 1.43 (9H, br s), 2.83 (2H, br m), 5.12 (1H, br m), 5.40 (1H, br m), 7.36 
(5H, m). 



PREPARATION 23 



45 Methyl (3H)-3-f(f-buloxvcarbonv0amino1-3>phenylpropanoate 



[0209] 



so HjC^?*"^ 9 

^O^NH O 



55 



h 3 c '°' 



[0210] A mixture of the title compound of preparation 22 (3.1g, 11.7mmol), 4-dimethylaminopyridine (0.11 g, 
0.90mmol), N.N'-dicyclohexylcarbodiimide (2.5g, 12.1mmol) and dry methanol (1.8ml, 44mmol) in dichloromethane 
(80ml) was stirred at room temperature for 18 hours. The mixture was filtered, the filtrate evaporated under reduced 
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pressure and the solid re-suspended in ether This suspension was filtered, and the filtrate evaporated under reduced 

^ ™ S Z U6e ^oaT X PUfified by C ° ,Umn chromat °9 ra P h y on silica gel. using an elution gradient of dichlo- 
romethane. methanol (99: 1 to 95:5) to afford the title compound 3 2g 

K.Vi^ CDC ' 3) : 5 ^ 1 42 (9H ' ^ S) ' 2 83 (2H ' bf m) ' 3 62 (3K s >^- 1 2 (1 H, br m), 5.42 (1 H, 

LRMS : m/2 280 (MH + ) 



PREPARATION 24 

Methyl-(3S)-3-amino-3-phenvlpropanoate 
[0212] 



75 H 2 N 



20 



30 



0° 



of"* V l ( 3S )- 3 - am,n °- 3 -P hen y»P r opanoate (1.0g s 4.97mmol) was dissolved in methanolic hydrochloric acid 
(2.25M, 25ml). The reacfon mixture was heated under reflux for 3 hours, after which time the solvent was evaporated 
under reduced pressure and the residue basified with aqueous saturated sodium carbonate solution The product was 
then extracted us.ng dichloromethane (x2), the combined organic layers were dried (MgS0 4)j filtered and the solvent 
removed under reduced pressure to afford the title compound as a white solid 778mg 

[0214] 1 H-NMR (400MHz, CDCI 3 ) : 6 [ppm] 1.70 (2H, s), 2.66 (2H, d), 3.68 (3H, s), 4.43 (1 H, t), 7.25-7.40 (5H, m). 



PREPARATION 25 

_Methyl-(3S)-3-f(cvclobut vlcarbonvnamino]-3-phenvlpropanoate 
[0215] 



35 



40 




o CH > 



loM in p™'pa,afon?o' he °° mP °' Jr "' °' WW'*- 24 as * in 82% yield using a similar procedure 

E^SSTtS^SE*! ' 8 '" 2 06 w "* 2 ,0 " 240 <5H - m) - 2 82 - 3 08 (2H ■* 3 62 (3K s> > 

45 PREPARATION 26 

A/-[(1 S)-3-Oxo- 1 -phenvlpropyllcyclobutanecarboxamide 
[0218] 

SO 



55 
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[0219] Obtained from the title compound of preparation 25 as a brown oil in 82% yield using a similar procedure to 
that in preparation 21 . 

[0220] 1 H-NMR (300MHz, CDCI 3 ): 6 [ppm] 1.81-2.35 (6H, m), 2.90-3.10 (3H, m) ( 5.53 (1H, m), 5.98 (1H, br d), 
7.23-7.39 (5H, m), 9.78 (1H, m). 

5 

PREPARATION 27 

terf-Butvl (E)-3-(3-fluorophenyl)-2-propenoate 
10 [0221] 



15 




F 



[0222] To a solution ot 3-fluorobenzaldehyde (1 Og, 80mmol) in tetrahydrof uran (370ml) was added rert-butyl 2-(triphe- 
nylphosphoranylidene)acetate (27.6g, 73.3mmol) in 1g portions over 30 minutes. Upon final addition, the mixture was 
Seated to reflux for 10 minutes. The solvent was removed under reduced pressure. The white waxy residue was trit- 
urated with pentane (x2). The pentane extracts were combined and evaporated under reduced pressure. The residue 
was purified by filtration though a plug of silica gel using an eluent of diethyl etherhexane (1:2) to afford the title 
compound as a colorless oil, 16.2g. 

[0223] !H NMR (400 MHz, CDCI 3 ): 6 [ppm] 1.52 (9H, s), 6.32-6.39 (1H, d), 7.00-7.06 (1H, m), 7.16-7.21 (1H, m), 
7.26-7.29 (1H, m), 7.29-7.37 (1H, m), 7.48-7.55 (1H, d). 

PREPARATION 28 

30 fert-Butyl (3S)-3-{benzyl[(1 f?)-1 -phenvlethyl1amino}-3-(3-fluorophenvl)propanoate 
[0224] 



35 



40 




F 



[0225] Toa solution ot (1 R)-N-benzy1-1-phenyl-1-ethanamine (23.1 g, 109.3mmol) in tetrahydrof uran (100m I) at- 10° C 
45 under an atmosphere of nitrogen gas was added 1.6M n-butyl lithium in hexanes (66ml, 105.7mmol) dropwise. The 
purple solution was stirred for 15 minutes, cooled to -78°C. A solution ot the title compound of preparation 27 in tet- 
rahydrofuran (100ml) was added dropwise. After stirring for 30 minutes, the mixture was quenched with 100ml of 
saturated ammonium chloride solution and stirred to room temperature. The mixture was extracted with diethyl ether 
(x2). The combined organic layers were dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residue 
so was dissolved in diethyl ether and was washed with 1N citric acid (x2) and then water. The organic layer was dried 
(MgS0 4 ), filtered and evaporated under reduced pressure. The pale yellow oily residue was purified by column chro- 
matography on silica gel using a gradient elution of diethyl etherhexane (0:100 to 5:95) to afford the title compound 
as a colorless oil, 23. Og. 

[0226] 1 H NMR (400 MHz, CDCI 3 ): 6 [ppm] 1 .19-1.32 (3H, m), 1 .23 (9H, s), 2.42-2.52 (2H, m), 3.68 (2H, s), 3.90-4.00 
55 (1H, m), 4.35-4.42 (1H, m), 6.89-6.97 (1H, m), 7.10-7.35 (11H, m) : 7.35-7.42 (2H, m). 
LRMS: m/z 434.5 (MH+) 
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PREPARATION 29 

Methyl (3S)-3-amino-3-(3-fluorophenyl)propanoate 
[0227] 



0' 3 



[0228] A mixture of the title compound of preparation 28 (23.0g, 53.1 mmol), ammonium formate (33 5g 531mmol) 
and 20% palladium hydroxide on carbon (12.5g) were heated to reflux for 30 minutes in ethanol (300ml) After cooling 
to room temperature the mixture was filtered through ArboceKD and the filtrate evaporated under reduced pressure 
The residue (16. 3g, 68. 1 mmol) was refluxed for 1 .5 hours in a 2.25M solution of anhydrous hydrogen chloride in meth- 
anol (150ml). The mixture was evaporated under reduced pressure and the residue was triturated with ethyl acetate 
to afford the title compound as a white solid, 4.4g. 

[0229] 1 HNMR (400 MHz, CD 3 OD): 5 [ppm] 3.00-3.16 (2H, m), 3.71 (3H, s), 4.74-4.81 (1 H, m), 7 13-7 23 (1 H m) 
7.24-7.34 (2H, m), 7.44-7.53 (1H, m). ' 
LRMS: m/z 198.2 (MH + ) 

PREPARATION 30 

Methvi(3S )-3-f(fe/t-butoxvcarbonvl)amino1-3-(3-fluorophenvnpropanoate 



[0230] 



o 3 



[0231] To a suspension of the title compound of preparation 29 (3.8g : 1 6. 3mmol) in tetrahydrof uran (55ml) was added 
di-tert-butyl dicarbonate (4.26g, 19.5mmol) and 18ml of 2N aqueous sodium hydroxide. The mixture was stirred for 16 
hours at room temperature. The mixture was diluted with water and extracted with diethyl ether (x3). The combined 
organic layers were dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residue was purified by 
recrystalizing from hexane to afford the title compound as a white solid, 4.1 g. 

[0232] 1 H NMR (400 MHz, CHCI 3 ): 6 [ppm] 1 .40 (9H, s), 2.76-2.89 (2H,' m), 3.63 (3H, m), 5.01 -5. 1 3 (1 H m) 5 42-5 65 
(1H, bs), 6.90-6.97 (1H, m), 6.97-7.02 <1H. m), 7.03-7.10 (1H, m), 7.26-7.32 (1H, m). 

PREPARATION 31 



Methvl-3-amino-3-(3.4-dichlorophenyl)propanoate 
[0233] 
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[0234] Malonicacid (7.61 g, 73.1 mmol), 3,4-dichlorobenzaldehyde (12.5g, 71 4mmol) and ammonium acetate (11. 2g, 
146.3mmol) were heated in ethanol (15ml) at 55° C for 15 hours. The solvent was removed under reduced pressure 
and the resulting white solid was suspended in methanolic hydrochloric acid (2.25M. 100ml) and heated under reflux 
for 5 hours. Upon cooling the solvent was removed under reduced pressure and the residue was suspended in water 
s and basified to pH 8 using saturated sodium carbonate solution. The aqueous solution was extracted with dichlorometh- 
ane (3x) and the combined organic extracts were washed with brine, dried (MgS0 4 ), filtered and evaporated under 
reduced pressure. The residual brown oil was purified by column chromatography on silica gel using ethyl acetate as 
eluant to afford the title compound as a cream solid, 5.72g. 

[0235] 1 H-NMR (300MHz, CDCl 3 ) : 5 [ppm] 2.61 (2H, m), 3.69 (3H, s), 4.39 (1H, t), 7.20 (1H, d), 7.40 (1H, d), 7.50 
1 <> (1H,s). 

LRMS : m/z 248 (MH + ) 

PREPARATIONS 32 TO 34 

is [0236] The compounds of the following tabulated preparations with the general formula; 



20 




were obtained from the corresponding aldehydes using a similar procedure to that in preparation 31 . 
25 

PREP. NO. R 1 R 2 YIELD CHARACTERIZATION DATA 

32 H F 49% 1 H-NMR (300MHz, CDCl 3 ) : 6 [ppm] 1.58-1.82 (2H S brm), 2.63 (2H, m), 

3.68 (3H, s), 4.42 (1H, m), 6.93 (1H, m), 7.02 (2H, m), 7.28 (1H, m). 
LRMS: m/z 198 (MH + ) 

33 H CI 36% 1 H-NMR (300MHz, CDCI 3 ) : 6 [ppm) 2.54-2.77 (2H, m), 3.69 (3H, s), 

4.29-4.55 (1H, m), 7.08-7.35 (3H, m). 7.39 (1H, s). 

j LRMS: m/z 214 (MH+) 

34 OMe H 27% 1 H-NMR (300MHz, CDCI 3 ) : 8 [ppm) 1 .80 (2H, br s), 2.62 (2H, d), 3.71 (3H, 

s), 3.83 (3H, s), 4.38 (1H, t) : 6.93 (2H, d), 7.23 (2H, d). 



PREPARATION 35 
3-(4-Chlorophenyt)-{i-alanine 

40 

[0237] 



45 




[0238] Malonic acid (7.29g, 70.0mmol), 4-chlorobenzaldehyde (9.84g, 70.0mmol) and ammonium acetate (10. 9g, 
140mmol) were heated in ethanol (15ml) at 55°C for 15 hours. Upon cooling the solvent was removed under reduced 

50 pressure and the residue was suspended in water and basified to pH 8 using saturated sodium carbonate solution. 
The aqueous was extracted with dichloromethane (3x) and the combined organic extracts were washed with brine, 
dried (MgS0 4 ), filtered and evaporated under reduced pressure to afford the title compound as a cream solid, 3.48g. 
[0239] 1 H-NMR (400MHz, CF 3 C0 2 D) : 6 [ppm] 3.28-3.40 (1H, m), 3.52 (1H, m), 5.08 (1H, m), 7.47-7.55 (2H, d), 
7.55-7.63 (2H, d), 11 .46 (1 H, s). 

55 LRMS : m/z 200 (MH + ) 
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10 



35 



40 



45 



PREPARATION 36 

Methvl-3- amino-3>f4-chloroDhenvnpropanoate 
[0240] 



S^S. T> he ,itle com P° und of Preparation 35 (3.48g. 17.47mmol) was suspended in methanolic hydrochloric acid 
(2.25M, 1 00ml) and heated under reflux for 5 hours. Upon cooling the solvent was removed under reduced pressure 
and the res.due was suspended in water and basified to pH 8 using saturated sodium carbonate solution The aqueous 
was extracted with dichloromethane (3x) and the combined organic extracts were washed with brine dried (MgSQ.) 
filtered and evaporated under reduced pressure. The residual brown oil was purified by column chromatography on 
silica gel using ethyl acetate:hexane (80:20) as eluant to afford the title compound as a cream solid 2 62g 
[0242] 1 H-NMR (400MHz, CDCI 3 ) : 6[ppm] 1.55-1.78 (2H, brs), 2.62 (2H, d), 3.68 (3H, S), 4.37-4.45 (1H. brs), 7.31 
(4H, s). 

LRMS:nrVz214(MH + ) 
REPARATION 37 

Methvl-3-f(Nbuto xvcarbonvhamino1-3-(4>methoxyphenvnpropanoate 
[0243] 

3C O 

£h,° * h © 



H,C 




[0244] Di-f-butyl dicarbonate (2.30g, 10.5mmol) in dichloromethane (5ml) was added dropwise to a solution of tri- 
ethylamme (1 .52ml, 10.5mmol) and the title compound of preparation 34 (2.00g, 9.57mmol) in dichloromethane (20ml) 
at 0 C. The reaction was allowed to warm to room temperature and stirred for 12 hours. The solvent was removed 
under reduced pressure and the residue was partitioned between ethyl acetate and water and the layers separated 
The organic layer was washed with brine, dried (MgS0 4 ), filtered and the solvent removed under reduced pressure to 
give a cream solid that was recrystallised from hexane to afford the title compound as a white solid 2 15g 
[0245] i H NMR (300MHz, CDCI 3 ): 8 [ppm] 1 .42 (9H, s), 2.73-2.94 (2H, m), 3.61 (3H, s), 3.79 (3H s) 4 97-5 06 (1 H 
m), 5.23-5.39 (1H, brs), 6.87 (2H,d), 7.19 (2H,d) " ' U 



so 



ss 
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PREPARATION 38 



Methvl-3-(3 i 4-dichlorophenvl)-34[(9H-fluoren-9-vtmethoxv)cait>onvl1amino)propan 



5 



[0246] 



70 




75 



[0247] /V-(9-Fluorenylmethoxycarbonyloxy)succinimide (7.07g, 20.9mmol) was added to a suspension of the title 
compound of preparation 31 (5.72g, 23.0mmol) and sodium hydrogencarbonate (1.94g, 23.0mmol) in water (140ml) 
and acetone (70ml). The reaction stirred at room temperature for 12 hours. The reaction mixture was evaporated under 
20 reduced pressure, the residue was partitioned between ethyl acetate and water and the layers separated. The organic 
phase was washed with brine, dried (MgS0 4 ), filtered and the solvent removed under reduced pressure to afford the 
title compound as a cream solid, 7.68g. 

[0248] *H NMR (300 MHz, CDCI 3 ): 8 [ppm) 270-2.97 (2H, br m), 3.65 (3H, s), 4.11-4.26 (1H, br m), 4.55-4.73 (2H, 
m), 5.00-5.17 (1H, br m), 5.71-5.92 (1H, br m), 7.01-7.20 (1H, br m), 7.27-7.34 (2H, m), 7.47-7.68 (2H, b), 7.68-7.84 
25 (6H, m). 

LRMS: m/z 470 (MH + ) 

PREPARATION 39 

30 Methyl-3-f(f-butoxvcarbonyl)aminol-3-(4-chlorophenyl)propanoate 



[0250] Di-f-butyl dicarbonate (11 .6g, 53.2mmol) was added to a mixture of 2N sodium hydroxide (25ml) and the title 
compound of preparation 36 (8.78g, 41.1 mmol) in tetrahydrofuran (80ml) at room temperature and stirred for 1 2 hours. 
The reaction mixture was evaporated under reduced pressure and the residue was partitioned between ethyl acetate 
45 and water and the layers separated. The organic phase was washed with brine, dried (MgS0 4 ), filtered and evaporated 
under reduced pressure to afford the title compound as a white solid, 12.51g. 

[0251] 1 H-NMR (400MHz, CDCI 3 ) : 8 [ppm] 1.42 (9H, s), 2.71-2.90 (2H, m), 3.61 (3H, s), 4.98-5.13 (1H, br s), 
5.39-5.61 (1 H, br m), 7.23 (2H, m), 7.30 (2H, m). 

50 PREPARATIONS 40 TO 41 

[0252] The compounds of the following tabulated preparations with the general formula: 



[0249] 



35 



40 




55 



49 
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were obtained from the corresponding amines, using a similar procedure to that in preparation 39. 



PREP. NO. 


R 


YIELD 


CHARACTERIZATION DATA 


40 
41 


CI 
F 


100% 
100% 


'H-NMR (300MHz, CDCI 3 ) : 5 [ppm] 1 .53 (9H, s), 2.81 -2.93 (2H, d), 3.63 (3H, 
s), 5.08 (1H, br s), 5.56 (1H, br s), 7.20 (4H 5 m). 

1 H-NMR (300MHz, CDCI 3 ) : 5 [ppm] 1 .42 (9H, s), 2.77-2.89 (2H, d), 3.63 (3H, 
s), 4.99-5.15 (1H, br s), 6.87-7.18 (3H, m), 7.24-7.35 (1H, m). 



PREPARATION 42 

20 

f-Butyl-1-(4-methoxvphenvl)-3-oxopropylcarbamate 
[0253] 



30 




[0254] Obtained from the title compound of preparation 37 as a clear oil in 88% yield using a similar procedure to 
that in preparation 21 . 

35 [0255] i HNMR (300MHz, CDCI 3 ): b [ppm] 1. 42 (9H. s), 2.82-3.03 (2H. m), 3.81 (3H, s), 4.94-5.03 (1 H brs) 5 06-5 19 
(1H, m), 6.87 (2H,d), 7.23 (2H, d), 9.74(1 H, s). 

PREPARATIONS 43 TO 45 
40 [0256] The compounds of the following tabulated examples with the general formula: 



45 




SO 

were obtained from the corresponding methyl esters, using a similar procedure to that in preparation 21 . 



PREP. NO. 


R1 


R2 


YIELD 


CHARACTERIZATION DATA 


43 


H 


F 


83% 


1 H-NMR (300MHz, CDCI 3 ) : 6 [ppm] 1.42 (9H, s), 2.98 (2H, m), 


44 








5.03-5.26 (2H, br m), 6.98 (3H, m), 7.30 (1H, m), 9.74 (1H, s). 


H 


CI 


85% 


1 H-NMR (300MHz, CDCI 3 ) : 6[ppm] 1 .43 (9H, s), 2.87-3.03 (2H, br m) 










5.09 (2H, br s), 7.20 (4H, m), 9.76 (1 H, s). 
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(continued) 



PREP. NO. 


R 1 


R2 


YIELD 


CHARACTERIZATION DATA 


45 


CI 


H 


92% 


1 H NMR (300 MHz, CDCI 3 ): 5 [ppm] 1.42 (9H, s), 2.83-3.00 (2H, m), 
5.00-5.21 (1H, br m), 7.17-7.28 (4H, m), 9.73 (1H, s). 



PREPARATION 46 



9H-Fluorcn-9-vlmGthvl-1-(3,4-dichlorophenvl)-3-oxopropylcarbamate 
[0257] 



75 




[0258] Obtained from the title compound of preparation 38 as a clear oil in 62% yield using a similar procedure to 
that in preparation 21. 

[0259] 1 H-NMR (300MHz, CDCI 3 ) : 5 [ppm] 2.85-3.13 (2H, br s), 4.14 (1H, m), 4.53 (2H, m), 5.06-5.24 (1H, br s), 
5.28-5.48 (1H, br s), 6.93-7.17 (1H, brs), 7.28 (2H, m), 7.39 (4H, m), 7.58 (2H, m), 7.66 (2H, m), 9.68 (1H, s). 
LRMS : m/z 440 (MH + ) 

PREPARATION 47 

tert-Butyl (2/?,3ff)-3-(benzyl[(1 ff)-1 -phenvlethvllamino}-2-hvdroxv-3-phenylpropanoate 
[0260] 



35 



40 




[0261] To a solution of (1 /=7)-/V-benzyl-1-phenyl-1-ethanamine (16.6g, 79mmol) in tetrahydrofuran (200ml) at -10 °C 
was added n-butyl lithium (46ml of a 1 .6M solution in hexane, 74mmol) dropwise. The purple solution was stirred for 
15 minutes, cooled to -78°C and a solution of terf-butylcinnamate (10.0g, 49mmol) in tetrahydrofuran (100ml) added 
dropwise. After stirring for 2 hours (-)-camphorsulphonyl oxaziridine (18g, 79mmol) was added portionwise and the 
reaction stirred at -78°C for 1 hour. The reaction was warmed to room temperature and saturated aqueous ammonium 
chloride solution added and the solvent removed under reduced pressure. The remaining aqueous mixture was ex- 
tracted with dichloromethane (x2) and the combined organic layers were dried (MgS0 4 ), filtered and evaporated under 
reduced pressure. The residue was dissolved in diethyl ether, filtered and the filtrate washed with water, dried (MgS0 4 ), 
filtered and evaporated under reduced pressure. The pale yellow oily residue was purified by column chromatography 
on silica gel using a gradient elution of diethyl etherhexane (0: 1 00 to 1 0: 90) to afford the title compound as a colourless 
oil, 10.0g. 

[0262] !H NMR (300 MHz, CDCI 3 ): 5 [ppm] 1 .23 (12H, m), 2.78 (1H, d), 3.81 (1H, d), 4.11 (1H, d), 4.18 (1H, d), 4.20 
(1H, d) t 4.39 (1H, m), 7.15-7.50 (15H, m) 
LRMS: m/z 432.0 (MH + ) 
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PREPARATION 48 

tert-Butvl (2R3/^-3-amino-2-hydroxv-3-phenvlpropanoate 
^ [0263] 



10 




[0264] A mixture of the title compound of preparation 47 (650mg, 1 .50mmoi), ammonium formate (481 mg, 7.52mmol) 
and 20% palladium hydroxide on carbon (500mg) were heated under reflux in ethanol for 30 minutes (10ml). The 
reaction was cooled and filtered through Arbocel® and the filtrate evaporated under reduced pressure to afford the 
title compound as a brown oil, 355mg. 

[0265] i H NMR (400 MHz, CDCI 3 ): 6 [ppm] 1 .23 (9H, s), 4.45 (1 H, bs), 4.60 (1 H, bs), 7.20-7.35 (5H, m), 8.60 (3H, bs) 
LRMS: m/z 238.1 (MH + ) 



20 PREPARATION 49 



Methyl (2fi.3K)- 3-amino-2-hvdroxy-3-phenvlpropanoate hydrochloride 
[0266] 

25 




[0267] The title compound of preparation 48 (1 00g, 4.21 mmol) was heated under reflux in methanolic hydrochloric 
acid (50ml, 2.25M) for 1 hour. The mixture was cooled and the solvent evaporated under reduced pressure to afford 
the title compound as a brown oil, 950mg. 
35 [0268] i H NMR (400 MHz, CD 3 OD): 6 [ppm] 3.60 (3H, s), 4.65 (1 H, bs), 4.78 (1 H, bs), 7 38-7 55 (5H m) 
LRMS: m/z 196.9 (MH + ) 

PREPARATION 50 

40 Methyl (2 fi.3/ : ?)-34(cvciobutvlcarbonvl)amino]-2-hvdroxv-3-phenvlpropanoate 
[0269] 



45 



50 




[0270] Cyclobutanecarbonyl chloride (0.65ml, 5.19mmol) was added dropwise to a solution of the title compound of 
preparation 49 (920mg, 4.72mmol) and triethylamine (1 .58ml, 11 .3mmol) in dichloromethane (20ml) at 0°C. The reac- 
tion mixture was stirred for 2 hours at room temperature after which time the mixture was washed with water then brine, 
dried (MgS0 4 ), filtered and the solvent removed under reduced pressure to afford the title compound as a yellow oil 

1.23g. 

[0271] 1 H-NMR (400MHz, CDCI 3 ) : 6 [ppm] 2.00 (2H, m), 2.10-2.35 (4H, m), 3.08 (1H, m), 3.25 (1H, m) 3 62 (3H 
s), 4.59 (1 H, m), 5.42 (1 H, dd), 6.30 (1 H, d), 7.25-7.35 (5H, m) 
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LRMS : m/z 279.0 (MH+) 
PREPARATION 51 

5 Methyl (2ff.3fi)-34(cvclobutvlcarbonvl)amino1-2-methoxv-3-phenvlpropanoate 
[0272] 



10 



15 




[0273] The title compound of preparation 50 (1 .OOg, 3.61 mmol), silver oxide (917mg, 3.97mmol) and iodomethane 
(1.79ml, 28.8mmol) were heated under reflux in acetonitrile (20ml) for 24 hours. The reaction was cooled and filtered 
through ArboceKS) and the filtrate evaporated under reduced pressure. The residue was purified by flash column chro- 
20 matography on silica gel using ethyl acetate: hexane (70:30) as eluant to afford the title compound as a white solid, 
470rng. 

[0274] 1 H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1 .90 (2H, m), 2.10-2.35 (4H, m), 3.08 (1H, m) : 3.38 (3H, s), 3.79 (3H, s), 
4.07 (1 H, d), 5.42 (1 H, dd), 6.30 (1 H, d), 7.25-7.35 (5H, m) 
LRMS: m/z 314.0 (MNa + ) 

25 

PREPARATION 52 

r-Butvl-3-(4-f[2-(4-methoxvphenvl)acetvllaminoM-pipeddinvl)-1-(4-methoxyphenv0propvlcarbamate 
30 [0275] 



35 



40 




OMe 



[0276] The title compound of preparation 6 (444mg, 1 .79mmol) was dissolved in dichloromethane/acetic acid (20ml, 
10% solution) and the title compound of preparation 42 (500mg, 1 .79mmol) was added followed by sodium triacetoxy- 
45 borohydride (570mg, 2.69mmdl). The reaction mixture was stirred for 1 8 hours after which time the solution was basified 
using saturated aqueous sodium carbonate and the product was extracted using dichloromethane (x3). The combined 
organic extracts were dried (MgS0 4 ) and the solvent evaporated under reduced pressure to give a brown oil. This was 
purified by column chromatography on silica gel using dichloromethane:methanoi:0.88 ammonia (98:2:0.25) as eluant 
to afford the title compound as a clear oil, 800mg. 

so 

PREPARATIONS 53-55 

[0277] The compounds of the following tabulated examples with the general formula: 
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were obtained from the corresponding aldehydes, using a similar procedure to that in preparation 52. 



15 


PREP. NO. 


R1 


R2 


R3 


YIELD 


CHARACTERIZATION DATA 




53 


H 


CI 


H 




*H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1.18-1.42 (11H, m), 1.66 
(1K bs), 1.92-2.16 (5H, m), 2.20-2.36 (2H, m), 2.63 (1H, bs), 2.79 
(1 H, bs), 3.58 (2H, s), 3.80 (1H, m), 4.73 (1H, bs), 5.18 (1H, bs), 6.80 
(1H bs), 7.08 (1H, d), 7.11-7.28 (8H, m). 


20 












LRMS: m/z 486 (MH + ) ! 




54 


H 


F 


H 




1 H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1.20-1.45 (11 H, bs), 
1.61-1.77 (1H, bs), 1.82-2.14 (5H, m), 2.18-2.37 (2H, m), 2.55-2.70 
(1 H. bs), 2.71-2.94 (1 K bs), 3.55 (2H, s), 3.71 -3.85 (1 H, m), 4.66-4.83 
(1H bs), 5.06-5.26 (1H, bs), 6.72-6.85 (1H, m), 6.85-7.05 (3H, m), 


25 












7.23-7.40 (6H, m). 

LRMS: m/z 470 (MH + ) 




55 


CI 


H 


H 




*H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1.20-1.45 (10H, bs), 
1.60-1.79 (1H, bs), 1.82-2.15 (6H, m), 2.19-2.36 (2H, m), 2.55-2.71 
(1K bs), 2.71-2.94 (1H, bs), 3.56 (2H, s), 3.71-3.87 (1H, bm), 


30 












4.60-4.80 (1H, bs), 5.09-5.25 (1H, bs), 6.67-6.85 (1H, bs), 7.18 (1H, 
d), 7.20-7.40 (8H, m). 

LRMS: m/z 486 (MH + ) 



PREPARATION 56 

35 

terf-Buty) (1 SV1 -( 3-fluorophenvl)-3-{4-r(2-phenylacetvl)amino]-1 -piperidinyllpropylcarbamate 



[0278] 

40 



45 




[0279] To a solution of the title compound of preparation 30 (1 .64g, 5.52mmol) in dichloromethane (30ml) at -78°C 
under an atmosphere of nitrogen was added dropwise a 1 M solution of diisobutylaluminium hydride in dichloromethane 
(11 .6ml, 11 .6mmol). After 30 minutes the mixture was quenched with methanol at -78°C (4ml). The mixture was poured 
in 30ml of 2M aqueous hydrochloric acid and extracted with dichloromethane (x2). The combined organic layers were 
dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residue (735mg, 2.75mmoi), the title compound 
of preparation 2 (600mg, 2.75mmol) and sodium triacetoxyborohydride (875mg, 4.12mmol) were stirred together for 
20 minutes in glacial a 30ml mixture of acetic acid :dichlorom ethane (1:10). The solvents were removed under reduced 
pressure and the residue basified with saturated sodium carbonate solution before extracting with dichloromethane 
(x2). The organic layers were combined and dried (MgS0 4 ), filtered and evaporated under reduced pressure to afford 



54 
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the title compound as a white foam, 1 .20g. 

[0280] 1 H NMR(400 MHz, CHCI 3 ): 6 [ppm] 1 .24-1 .40 (11 H, m), 1.81-2.11 (6H, m), 2.18-2.32 (2H, m), 2.58-2.69 (1H, 
m), 2.69-2.85 (1H, m), 3.55 (2H, s), 3.71-3.85 (1H, m), 4.68-4.80 (1H, m), 5.13-5.24 (1H, m), 6.73-6.84 (1H, m), 
6.34-6.97 (2H. m), 6.97-7.03 (1H, m), 7.20-7.39 (6H, m). 
s LRMS: m/z 470.1 (MH+) 

PREPARATION 57 

terfrButvl(1S)-1-(3-fluorophenyl)^ 
10 — 

[0281] 



20 




[0282] To a solution of the title compound of preparation 30 (2.52g, 8.48mmol) in dichloromethane (50ml) at -78°C 
under an atmosphere of nitrogen was added dropwise a 1 M solution of diisobutylaluminium hydride in dichloromethane 

2S (17. 8g, 17.8mmol). After 30 minutes the mixture was quenched with methanol at -78°C (7ml). The mixture was poured 
in 40ml of 2M aqueous hydrochloric acid and extracted with dichloromethane (x2). The combined organic layers were 
dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residue (1 .1 3g, 4.23mmol), the title compound 
of preparation 4 (1g, 4.23mmol) and sodium triacetoxyborohydride (1.35g, 6.37mmol) were stirred together for 30 
minutes in a 20ml mixture of glacial acetic acid:dichloromethane (1:10). The mixture was evaporated under reduced 

30 pressure and basified with saturated sodium carbonate solution before extracting with ethyl acetate. The organic layer 
was washed with water, dried (MgS0 4 ), filtered and evaporated under reduced pressure to afford the title compound 
as a foam, 1 73g. 

[0283] *H NMR (300 MHz, CDCI 3 ): 5 [ppm] 1 .29-1 .48 (9H, m), 1 .60-2.15 (8H, m), 2.20-2.40 (2H, m), 2.60-2.79 (1 H, 
m), 2.79-2.90 (1H, m), 3.50 (2H, s), 3.65-3.87 (2H, m), 4.68-4.82 (1H, m), 5.13-5.29 (1H, m), 6.65-6.80 (1H, m), 
35 6.35-7.10 (4H, m), 7.16-7.35 (3H, m). 

PREPARATION 58 

f-Butyl( 1 ff)-3-(4-(f2-(4-methoxvphenyl)acetvl|amino)-1 -piperidinylH -phenylpropylcarbamate 

40 

[0284] 



45 



SO 




? 



[0285] Diisobutylaluminium hydride (24.0ml of a 1 .0M solution in dichloromethane, 24.0mmol) was added dropwise 
to a solution of the title compound of preparation 23 (3.2g, 11 .1 mmol) in dichloromethane (1 00ml) at -78° C. The reaction 
mixture was stirred at this temperature for a further 1 hour. Methanol (5ml) precooled to -78°C was then added and 
the mixture was warmed to room temperature and washed with 2N hydrochloric acid, water, brine, dried (MgS0 4 ), 
55 filtered and the solvent removed under reduced pressure to afford a yellow oil. The oil was dissolved in dichloromethane/ 
acetic acid (50ml, 10% solution) and the title compound of preparation 9 (3.0g, 12.2mmo!) was added followed by 
sodium triacetoxyborohydride (3.5g, 16.7mmol). The reaction mixture was stirred for 30 minutes after which time the 
solution was basified using saturated aqueous sodium carbonate and the product was extracted using dichloromethane 



55 
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(x3). The combined organic extracts were dried (MgS0 4 ) and the solvent evaporated under reduced pressure to give 
a brown oil. This was purified by column chromatography on silica gel using dichloromethane:methanol:0.88 ammonia 
(95:5:0.5) as eluant to afford the title compound as a clear oil, 4.2g. 
LRMS: m/z 482 (MH + ) 

PREPARATION 59 

9H-Fluoren-9-ylmethvl 1-(3,4-dichlorophenvn-3-(4-ff2-(4-methoxvphenvnacetvnamino)-1-piperidinvn 
propylcarbamate "~~ ' 

[0286] 



75 



20 




CI 



[0287] Obtained from the title compounds of preparation 46 and preparation 9 as a clear oil in 9% yield using a similar 
procedure to that in preparation 52. 

[0288] iH NMR (300 MHz, CDCI 3 ): 5 [ppm] 1.15-1.42 (2H, m), 1.46-1.76 (2H, m), 1.80-2.16 (5H, m), 2 26 (2H m) 
2.60-2.90 (2H, m), 3.48 (2H, s), 2.60-2.88 (4H, m), 4.16 (1 H, m), 4.32-4.56 (2H, m), 4.76 (1 H, m), 5.19 (1 H. m), 6 69-6 92 
(3H, m), 6.94-7.21 (5H, m), 7.26-7.45 (4H, m), 7.57 (2H, m), 7.64-7.82 (1H, m). 
LRMS: m/z 672 (MH +) 



30 PREPARATION 60 



/V-(1-f(3S^-3-rBenzvl(methvhamino1- 3-(3-fluorophenvl)propvn-4-piperidinv)2-(4-fluorophenvnacetam 
[0289] 



40 




[0290] The title compound of preparation 57 (1 .73g, 3.55mmol) was stirred for 30 minutes in a mixture of trifluoroacetic 
acid:dichloromethane (34ml, 1:1). The mixture was evaporated under reduced pressure and basified with saturated 
sodium carbonate solution before extracting with dichloromethane (x3). The organic layers were combined and dried 
(MgS0 4 ), filtered and evaporated under reduced pressure. The residue was purified by column chromatography on 
silica gel using an eluent of dichloromethane:methaniol:0.88 ammonia (90:10:1). The residue (250mg, 0.65mmol), 
benzaldehyde (70mg, 0.65mmol) and sodium triacetoxyborohydride (175mg, 0.78mmol) were stirred together for 15 
minutes in a mixture of glacial acetic acid:dichloromethane (10 ml, 1 :10). The mixture was evaporated under reduced 
pressure and basified with saturated sodium carbonate solution before extracting with dichloromethane (x3). The or- 
ganic layers were combined and dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residue was 
heated for 1 hour at 100 °C. in a 6ml mixture of formic acid:formaldehyde (1:2). The mixture was evaporated under 
reduced pressure and basified with saturated sodium carbonate solution before extracting with dichloromethane (x3). 
the organic layers were combined and dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residue 
was purifi d by column chromatography on silica gel using an elution gradient of dichloromethane:methanol:0.88 am- 
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monia (98:2:0.25 to 95.5:0.5) to afford the title compound an a gum, 260mg. 

[0291] !H NMR (400 MHz, CDCI 3 ): S [ppm] 1.23-1.58 (2H, m), 1.81-1 90 (3H, m), 1.94-2.21 (4H, m), 2.06 (3H, s), 
2.26-2.35 (1H, m), 2.61-2.74 (2H, m), 3.20-3.26 (1H, m), 3.48 (2H, s), 3.49-3.60 (2H, m), 3.68-3.80 (1H, m), 5.11-5.20 
(1H, m), 6.90-7.06 (5H, m). 7.16-7.32 (8H, m). 
5 LRMS: m/z 492.2 (MH+) 

PREPARATION 61 

A/-(1-[(3ff)-3-amino-3-phenvlpropyl]-4-piperidinvl}-2-(4-methoxvphenvl)acetamide 

10 

[0292] 



is 




20 

[0293] Trifluoroacetic acid (2ml) was added dropwise to a solution of the title compound of preparation 58 (670mg, 
1 .39mmol) in dichloromethane (1 0ml). The reaction was stirred at room temperature for 0.5 hours, then heated to reflux 
for 15 minutes. After cooling to room temperature more trifluoroacetic acid (2ml) was added and the reaction was 
refluxed for further 1 0 minutes. After cooling to room temperature the reaction mixture was concentrated under reduced 
25 pressure. The residue was dissolved in dichloromethane, then washed with aqueous sodium carbonate solution. The 
organic layer was dried (MgS0 4 ), filtered and evaporated under reduced pressure. The residue was purified by column 
chromatography on silica gel, using an elution gradient of dichloromethane:methano!:0.88 ammonia (95:5:0.5 to 90: 
10:1 ) to afford the title compound as a white solid, 200mg. 

[0294] 1 H NMR (400MHz, CDCI 3 ): 5 [ppm] 1 .23-1 .35 (2H, m), 1 .74-1 .87 (4H, m), 1 .94-2.06 (2H, m), 2.20-2.29 (1 H, 
30 m), 2.29-2.37 (1H, m), 2.64-2.77 (2H, m), 3.48 (2H, s), 3.68-3.84 (1H, m), 3.81 (3H, s), 3.94 (1H, m), 5.18 (1H, d), 6.87 
(2H, d), 7.13 (2H, d), 7.19-7.35 (5H. m). 

PREPARATIONS 62 TO 65 

35 [0295] The compounds of the following tabulated examples with the general formula: 




were obtained from the corresponding r-butyl carbamates, using a similar procedure to that in preparation 61. 



PREP. NO. 


R1 


R2 


R3 


YIELD 


CHARACTERIZATION DATA 


62 


OMe 


H 


OMe 


64% 


*H NMR (400MHz, CDCI 3 ): 8 [ppm] 1.23-1.35 (2H, m), 
1.71-1.87 (4H, m), 1.94-2.06 (2H, m), 2.16-2.26 (1H, m), 2.26-2.35 
(1H, m), 2.65-2.77 (2H, m), 3.47 (1H, m), 3.69-3.80 (1H, m), 3.77 
(3H, s), 3.81 (3H, s), 3.89 (1H, t), 5.20 (1H, d), 6.81-6.90 (4H, m), 
7.13 (2H,d), 7.19 (2H, d). 
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(continued) 





PREP. NO. 


R1 


R2 


R3 


YIELD 


CHARACTERIZATION DATA 


5 


63 


H 


CI 


H 


j 73% 


■n imivim {4uv muz, UUU1 3 ): b [ppm] 1.42 (2H, m), 1.91 (4H, 
m), ^.ue> (^H, m), ZAO (2H } m), 2.60 (2H 5 br s), 2.78 (2H, br m), 
3.58 (2H, s), 3.79 (1H, m). 3.98 (1H, t). 5.38 (1H. br d), 7 10-7 28 
(9H, m). 




64 










LRMS: m/z 386 (MH + ) 


10 


H 


F 


H 


79% 


1 H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1.20-1.35 (3H, m), 
1.68-1.89 (5H, m), 2.02 (2H, q), 2.30 (2H, m), 2.70 (2H, t), 3 35 
(2H, s), 3.76 (1 H, m), 3.95 (1 H, t), 5.1 7 (1 H, d), 6.85-6 94 (1 H m) 
6.97-7.09 (2H, m), 7.20-7.39 (6H, m). 




65 


CI 








LRMS: m/z 369 (MH + ) 


15 


H 


H 


69% 


1 H NMR (400 MHz, CDCI 3 ): 6 [ppm] 1.29 (2H, m), 1.65-1.90 (4H 
m), 2.00 (2H, m), 2.19-2.47 (2H, m), 2.68 (2H, br t), 3.53 (2H, s),' 
3.76 (1H, br m), 3.94 (1H, t), 5.16 (1H, d), 7.11-7.40 (9H, m) 
LRMS: m/z 386 (MH + ) 



PREPARATION 66 



A/-fH3-Amino-3-(3,4-dichto^^^ 
[0296] 



30 



35 




CH 3 



, Lc 9 com P° und of Preparation 59 (203mg, 0.302mmol) was dissolved in piperidine/dimethyBormamide 
(0.65ml, 15 /o solution) and dichloromethane (3ml) and reaction stirred at room temperature for 18 hours The solvent 
was ihe evaporated under reduced pressure and the residue partitioned between water and dichloromethane The 
aqueous layer was further extracted with dichloromethane (x2), the combined organic layers were dried (MqSO.) 
40 filtered and the solvent removed under reduced pressure. The crude product was purified by column chromatography 
on s.lica gel using dichloromethane:methanol:0.88 ammonia, (98:2:0.25) as eluant to afford the title compound as a 
clear oil. 80mg. r 

[0298] 1H NMR (300 MHz, CDCI 3 ): 8 [ppm] 1.20-1.41 (2H, m), 1.60-1.94 (4H, m), 2.04 (2H m) 2 31 (2H ml 2 72 
^ 'LRM^z 450 3 (MhT (4H> 3 (1H ' ^ (1H ' 6 ' 9 ° (2H ' (3H ' 7 ^ " 7 ^ ™ Y 



50 



55 



BNSDOCID: <EP 1013276A1J_> 



58 



EP 1 013 276 A1 

PREPARATION 67 

2-(4-Fluorophenvl)-/V-(1-f(3SV3-(3-fluorophe 
S [0299] 



10 




15 

[0300] The title compound of preparation 60 (260mg, 0.53mmol), ammonium formate (260mg, 4.12mmol) and 20% 
palladium hydroxide on carbon (50mg) were refluxed together in 10ml of ethanol until gas evolution ceased. After 
cooling to room temperature, the fixture was filtered though a pad of Arbocel® to removed the catalyst and the filtrate 
evaporated under reduced pressure to afford the title compound as a gum, 200mg. 
20 [0301] 1 HNMR(400MHz, CDCI 3 ): 8 [ppm] 1 .29-1 .45 (2H, m), 1.68-1.81 (1H, m), 1.81-1.92 (2H, m), 1.92-2.03 (2H, 
m), 2.03-2.19 (2H, m), 2.23-2.31 (1H, m), 2.27 (3H, s), 2.31-2.40 (1K m), 2.66-2.76 (1H, m), 2.82-2.90 (1H, m), 3.48 
(2H, s), 3.56-3.63 (1H, m), 3.68-3.84 (1H, m), 5.29-5.40 (1H, m), 6.89-7.00 (1H, m), 7.00-7.06 (3H, m), 7.06-7.11 (1H, 
m), 7.18-7.32 (3H, m). 

LRMS: m/z 402.1 (MH+) 

25 

PREPARATION 68 

Methvl(3S)-3-f(reft-butoxvcarbonvl)aminol-3-phenylpropanoate 
30 [0302] 



35 



40 




[0303] The title compound from preparation 24 (5.38g, 30mmol) and di-fert-butyl dicarbonate (8.72g, 40mmol) in 
tetrahydrofuran (50ml) and 2N sodium hydroxide solution (25ml) were stirred at room temperature for 2 hours. The 
reaction mixture was diluted with ethyl acetate, the layers separated and the aqueous phase extracted with ethyl acetate 
45 (2x). The combined organic solutions were washed with water brine, dried (MgS0 4 ), filtered and evaporated under 
reduced pressure to afford the title compound as a white solid, 8.39g 

[0304] NMR (400 MHz, CDCl 3 ): S [ppm] 1.41 (9H, s), 2.84 (2H, m), 3.61 (3H, s), 5.10 (1H, bs), 5.41 (1H, bs), 
7.22-7.36 (5H, m). 

LRMS: m/z279.7 (MH + ) 



NSDOCID: <EP 1 01 3276A 1 _l_> 



59 



EP1 013 276 A1 



PREPARATION 69 

ferf-ButvinS)-3- oxo-1-phenvlpropvlcarbamate 
5 [0305] 



10 




[0306] Diisobutylaluminium hydride (1 M in dichloromethane, 60ml, 60mmol) was cooled to -78°C and added drop- 
wise to a solution of the title compound from preparation 68 (8.39g, 30mmol) in dichloromethane (150ml) at -78°C. 
The reaction was stirred for 90 minutes, then methanol (pre-cooled to -78°C, 40ml) was added. The mixture was 
allowed to warm to room temperature and poured into 2M hydrochloric acid (200ml). The layers were separated and 
the aqueous phase extracted with dichloromethane (2x). The combined organic layers were dried (MgS0 4 ), filtered 
and evaporated under reduced pressure to afford the title compound as a white solid, 6.72g. 

[0307] iH NMR (400 MHz, CDC! 3 ): 5 fppm] 1.42 (9H, s), 2.86-3.00 (2H, m), 5.06 (1H, bs), 5 20 (1H bs) 7 22-7 38 
(5H, m), 9.75(1 H,s). ' h 

LRMS: m/z 250.1 (MH + ). 

PREPARATION 70 

A/-{1-r(3S)-3-Amino-3-p henvlpropvn-4-piperidinyl)-2-(4-fluorophenvnacetamide 
[0308] 



35 




[0309] The title compound of preparation 69 (1 Ag, 5.62mmol) : the title compound of preparation 4 (1 .45g, 5 62mmol) 
and sodium triacetoxyborohydride (l.9g, 8.43mmol) were stirred together for 18 hours in a 50ml mixture of glacial 
acetic acid: dichloromethane(1:10). The mixture was evaporated under reduced pressure and basified with saturated 
sodium carbonate solution before extracting with dichloromethane (x3). The organics layers were combined and dried 
(MgS0 4 ), filtered and evaporated under reduced pressure. The residue was stirred for 2 hours in a 30ml mixture of 
trifluoroacetic acid:dichloromethane (1:2). The mixture was evaported under reduced pressure and basified with sat- 
urated sodium carbonate before extracting with dichloromethane (x5). The organic layers were combined and dried 
(MgS0 4 ), filtered and evaporated under reduced pressure. The residue was purified by recrystalization from methyl t- 
butyl ether to afford the title compound as a crystalline solid : 1 .55g. 

[0310] iH NMR (400 MHz, CDCI 3 ): 5 [ppm] 1 .23-1 .40 (2H, m), 1 .74-2.10 (8H, m), 2.23-2.40 (2H, m), 2 66-2 80 (2H 
m), 3.50 (2H ,s), 3.68-3.80 (IH, m), 3.90-3.97 (1H, m) 5.20-5.27 (IH, m), 6.97-7.06 (2H, m), 7.16-7.37 (7H, m). 



55 
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PREPARATION 71 

A/-f3-(4-Amino-1-piperidinvl)-1-phenvlpropyl|cvclobutanecarboxarnide 
s [0311] 




75 [0312] Sodium triacetoxyborohydride (3.02g, 14.2mmol) and acetic acid (0.54ml, 9.52mmol) was added to a solution 
of 2,2,2-trifluoro-A/-(4-piperidinyl)acetamide (1.86g, 9.52mmol) [J. Med. Chem., (1991), 34(2), 656-663] and the title 
compound of preparation 21 (2.20g, 9.52mmol) in 1 ,1 ,1-trichloroethane (30ml). The reaction mixture was stirred at 
room temperature for 18 hours, after which time 2N sodium hydroxide (30ml) and ethanol (30ml) were added to the 
mixture and stirring continued for 1 hour. The solvent was then removed under reduced pressure and the residue 

20 partitioned between water and dichloromethane, the aqueous layer was separated and extracted with dichloromethane 
(x2). The combined organic layers were dried (MgS0 4 ), filtered and the solvent removed under reduced pressure. The 
crude product was purified by column chromatography on silica gel using dichloromethane:methanol:0.88 ammonia 
(90: 1 0: 1 ) as the eluant to afford the title compound as a yellow oil, 1 .50g. 

[0313] 1 H-NMR (400MHz, CDCI 3 ) : 5 [ppm] 1.30-2.40 (18H, m), 2.72 (1H, m), 2.80 (1H, d), 2.92-3.08 (2H, m), 5.13 
25 (1 h, m), 7.20-7.33 (5H, m), 7.80 (1 H, d). 
LRMS : m/z 316 (MH + ) 

PREPARATION 72 

30 A/-(1 SH3-(4-Amino-t -piperidinyl)-1 -phenylpropyllcyciobutanecarboxamide 
[0314] 



O^NH 



40 




[0315] Obtained from the title compound of preparation 26 and 2,2,2-trifluoro-/V-(4-piperidinyl)acetamide using a 
similar procedure to that described for the racemate in preparation 71 . 

45 EXAMPLE 1 

A/-(1-Phenvl-3-(4-f(2-phenylacetyl)aminol-1-piperidinyl}propvl)cvclobutanecarboxamide 
[0316] 



55 
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[0317] Benzoyl chloride (70uJ, 0.53mmol) was added to a solution of the title compound of preparation 71 (140mg, 
0.44mmol) and triethylamine (74m I. 0.53mmol) in dichloromethane (10ml). The reaction mixture was stirred for 1 hour 
and purified directly by column chromatography on silica gel using dichloromethane:methanol:0.88ammonia (95:5:0.5) 
as eluant to afford the title compound as a white foam, 49mg. 
5 Found C, 73.71 ; H, 8.20; N, 9.54% 

C 27 H 35 N 3°2: requires C 74.79; H, 8.14; N, 9.69% 

^-NMR (300 MHz, CDCI 3 ): 5[ppm] 1.21-1.46 (2H, m). 1.73-2.40 (15H, m), 2.69 (1H, d) 278(1H d) 298(1H 
m), 3.56 (2H, s), 3.80 (1H, m), 5.08 (1H, m), 5.25 (1H, d), 7.18-7.42 (10H, m) 
LRMS: m/z 434 (MH + ) 

70 

EXAMPLE 2 

/V-[3-(4-ff2-(4-MethoxYphenyl)acetvn^ 
is [0318] 



20 



25 




[0319] Cyclobutanecarbonyl chloride (42ul 0.37 mmol) was added to a solution of the title compound of preparation 
62 (150mg ; 0.36mmol) and triethylamine (54 uJ, 0.39mmol) in dichloromethane (6ml) under ice cooling. The reaction 
mixture was allowed to warm to room temperature, stirred for 1 hour, then diluted with dichloromethane and water. The 
layers were separated and the aqueous layer extracted several times with dichloromethane. The combined organic 
layers were dried (MgS0 4 ), filtered and evaporated under reduced pressure. Purification by column chromatography 
on silica gel using dichloromethane: methanol: 0.88 ammonia (95:5:0.5) afforded the title compound as a white solid 
which was recrystallised from ethyl acetate/isopropyl alcohol, 49mg. 

Found: C t 70.47; H, 8.00; N, 8.55% 

C 29 H 39 N 30 4 ; requires C, 70.56; H, 7.96; N, 8.31% 

*H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1 .24-1 .40 (2H, m); 1.74-2.00 (6H. m), 2.00-2.16 (4H m) 2 16-2 35 (4H m) 
2.63-2.71 (1H. m), 2.71-2.80 (1H, m), 2.94 (1H, m), 3.50 (2H f s), 3.77 <3H. s), 3.80 (3H, s), 3 73-3 84 (1H m) 5 02 
(1H, m), 5.20 (1H, d), 6.84 (2H. d), 6.90 (2H, d), 7.03 (1 H, d), 7.10-7.19 (4H, m) 

LRMS: m/z 494 (MH + ) 

Melting point [°C]: 165-166 (ethyl acetate/isopropyl alcohol) 
EXAMPLE 3-6 



[0320] The compounds of the following tabulated examples with the general formula: 



50 




were prepared using a similar method to Example 2 from cyclobutanecarbonyl chloride and the corresponding amines. 
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EX. No 


R1 


R2 


R3 


YIELD (%) 


CHARACTERIZATION DATA 


3 


CI 


CI 


OCH 3 


85 


Found: C, 60.71; H, 6.52; N, 7.45% C^h^C^^C^I .1H 2 0 












requires C, 60.71; H, 6.51; N 7.45% 












1 H NMH (300 MHz, CDCI3). 0 [ppm] 1 .20 - 1 .44 (1 H, m), 1 .64 












- 2.40 (11 H, m), 2.60 - 2.86 (2H, m); 2.98 (1 H, m); 3.51 (2H, s); 3.70 












- 3.80 (1H, rn), 3.83 (3H, s), 4.99 (1H, m); 5.23 (1H, d); 6.90 (2H, 












d); 7.05 (1H, m);7.18 (2H : d); 7.26 (1H, d); 7.44 (1H, m). 












LRMS: m/z 532 (MH+) 












Melting point [ Cj. 80-81 












hound. O, bo.o/, n, /.o/, N, o.oU7o 


4 


H 


CI 


H 


62 


C 27 H 34 N 3 0 2 C| J°- 3H 2 0 > requires C, 68.50; H, 7.37; N 8.88% 












1 H NMR (300 MHz, CD 3 OD): 5 [ppm] 1.43-1.58 (2H, m), 1.79-2.40 












(15H, m), 2.81-2.90 (2H, brm), 3.1 3 (1H, m), 3.46 (2H, s), 3.60-3.68 












(1H, broad m), 4.87 (1H, t), 7.18-7.35 (9H, m) 


5 


H 


F 


H 


48 


Found: C, 68.94; H, 7.38; N, 9.03% 












C 27 H 34 FN 3°2; H 2° requires C, 69.06; H, 7.73; N 8.95% 












1 H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1.21-1.45 (2H, m), 












1 .68-1 .80 (1 H, m), 1 .80-2.37 (1 4H, m), 2.55-2.71 (1 H, m), 2.71 -2.87 












(1H, m), 2.97 (1H, m), 3.57 (2H, s), 3.80 (1H, m), 5.03-5.12 (1H, 












m), 5.18-5.27 (1H, m), 6.83-6.94 (2H, m), 6.99 (1H, d), 7.19-7.27 












(2H, m), 7.27-7.42 (3H, m) t 7.58 (1H, d) 












LRMS: m/z 452.1 (MH + ) 












Meltina ooint f°Cl 160 

IVIwIlll IU pwil 11 1 V^J. i Uv 












Found: C, 68.05; H, 7.41; N, 8.81% j 


6 


CI 


H 


H 


61 


C 27 H 33 FN 4 O;0.5H 2 O requires C, 67.98; H, 7.40; N 8.81% 












*H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1.32 (2H, m), 1.66-1.80 (1H, 












m), 1.80-2.35 (13H,m), 2.57-2.70 (1H, br d), 2.70-2.81 (1H, brd), 












2.97 (1H, d), 3.58 (2H, s), 3.81 (1H, m), 5.04 (1H, m), 5.20 (1H, d), 












7. 1 5 (2H, d), 7.24-7.40 (6H, m), 7.43-7.56 (1 H, d) LRMS: m/z 468.0 












(MH +) Melting point [°C]: 70-71 



55 EXAMPLE 7 

/V-[3-(4-[f2-(4-Methoxvphenvl)acetvl1aminoj-1-piperidinvh-1-phenvlpropyl]cyclobutanecarboxamide 
[0321] 

40 



45 




[0322] 1 -(3-Dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (1 09mg, 0.57mmol) was added to a solution of 
the title compound of preparation 71 (1 50mg, 0.47mmol), 2-(4-methoxyphenyl)acetic acid (7.9mg, 0.47mmol) and 1 -hy- 
droxy benzotriazole hydrate (80mg, 0.52mmol) in dichloromethane (10ml). The reaction mixture was stirred tor 56 hours 
after which time the mixture was washed with water and the organic layer separated and dried (MgS0 4 ). The crude 
product was purified by column chromatography on silica gel using dichloromethane:methanol:0.88 ammonia (95:5: 
0.5) as eluant to afford the title compound as a white foam, 60mg. 

Found: C, 71.72; H, 8.07; N, 9.02% 
C 28 H 37 N 3°3 x0 - 3H 2°; requires C, 71.70; H, 8.07; N, 8.96% 
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^J'Jl^^ MHz, CDCI3): SJppm] 1.20-1.42 (2H, m), 1.72-2.36 (15H, m), 2.67 (1H, d), 2.78 (1H d) 298MH 
m) s 3.49 (2H, s), 3.72-3.85 (4H, m), 5.08 (1H, m), 5.25 (1H, d). 6.89 (2H. d) 7 12-7 34 (7 H m) 
LRMS: m/z 464 (MH + ) ' 

EXAMPLE 8-9 

[0323] The compounds of the following tabulated examples with the general formula. 



10 



is 




were prepared using a similar method to Example 7 from the title compound of preparation 71 and the corresponding 
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SO 



EX. NO. 



YIELD (%) 



CHARACTERIZATION DATA 



8 



37 



H 3 C« 



H 3 C, 0 



53 



Found: C, 73.98; H, 8.42; N, 9.13% 
C28H37N 3 O 2 ;0.4H 2 O; requires C, 73.94; H. 
8.38; N 9.24% 

'H NMR (300 MHz, CDCI 3 ): mixture of 
diastereomers 5 [ppm] 1.17-1.42 (2H, m), 1.48 
and 1.50 (3H, 2xs). 1.72-2.38 (15H, m), 2.57- 
2.82 (2H. br m), 2.96 (1H. m), 3.54 (1H. rn). 
3.68-3.82 (1H. br m). 5.01-5.18 (2H, m). 7.13- 
7.40 (10H. m) 

LRMS: m/z 448.5 (MH* ) 

Found: C, 69.90; H, 7.77; N, 8.65% 

C2bH37N3O2;0.5CH 2 CI2; requires C. 69.85; 
H, 7.82; N 8.57% 

'H NMR (300 MHz, CDCI 3 ): mixture of 
diastereomers 8 (ppm] 1.18-1.41 (2H, m), 1.45 
and 1.50 (3H, 2xs), 1.72-2.40 (15H. m). 2.58- 
2.81 (2H, br m), 2.97 (1H. m). 3.50 (1H. m). 
3.67-3.83 (1H, br m). 5.00-5.20 (2H. m), 7.12- 
7.39 (10H, m) 

LRMS: m/z 448.9 (MH*) 



ss 
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EXAMPLE 10 

/V4nSV3-(4-fr2-(4-Methoxvphenyl)aceM 
5 [0324] 



10 



15 

[0325] The title compound was prepared using a similar method to preparation 71 from the title compounds of prep- 
arations 26 and 6. The crude product was purified by column chromatography on silica gel using dichloromethane: 
methanol:0.88 ammonia (98:2:0.25) as the eluant, and the product was then recrystallised from ethyl acetate to afford 
the title compound as a solid, 90mg. 
20 Found: C, 72.39; H, 8.04; N, 9.01% 

C28H37N3O3; requires C, 72.54; H, 8.04; N, 9.06% 

1 H-NMR (300 MHz, CDCI 3 ): 5 [ppm] 1.21-1.43 (2H, m), 1.75-2.37 (15H, m), 2.65 (1H, d), 2.78 (1H, d), 2.97 (1H, 
m), 3.49 (2H, s), 3.70-3.85 (4H, m), 5.09 (1H, m), 5.21 (1H, d), 6.88 (2H, d), 7.13-7.35 (7H, m) 
LRMS: m/z 464 (MH + ) 
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30 
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EXAMPLE 11-12 

[0326] The compounds of the following tabulated examples with the general formula: 



were prepared using a similar method to example 10 from the title compound of preparation 26 and the corresponding 
40 amines. 



45 
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20 



25 
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35 



40 



EX. NO. 

11 



R 

Q 



YIELD (%) 



37 



H 3 C 



12 



8 



H 3 C 



,o 



CHARACTERIZATION DATA 

Found: C. 72.00; H, 7.87; N, 9.30% 
C 2 7H35N 3 0 3 ; requires C, 72.13; H. 
7.85; N 9.35% 

'H NMR (300 MHz, CDCI 3 ): 5 [ppm] 
1.80-2.38 (12H. m). 2.37 (2H. m). 2.58 
(1H, t), 2.78 (1H, m). 2.92 (1H, m), 3.51 
(2H, s), 3.78 (3H. s). 4.38 (1H. m), 5.18 
(1H. m), 5.95 (1H, br d), 6.57 (1H, br d), 
6.85 (2H. d). 7.20 (7H. m) 
LRMS: m/z 450.6 (MH*) 
Melting point [°C]: 175-176 (ether) 
[a] 0 -33.5° (c=0.27, MeOH) 
Found: C. 71.97; H. 7.87; N. 9.33% 
CzrHssNsOs; requires C, 72.13; H. 
7.85; N 9.35% 

'H NMR (300 MHz, CDCI3): 5 [ppm] 
1.40-1.55 (1H, m). 1.80-2.01 (4H, m). 
2.03-2.55 (9H. m), 2.60-2.75 (2H. m), 
2.92 (1H, m). 3.43 (2H. s), 3.80 (3H. s). 
4.40 (1H. m). 5.05 (1H. m), 5.80 (1H.br 
d), 6.60 (1H. br d), 6.85 (2H, d), 7.10-7.35 
(7H. m) 

LRMS: m/z 449.3 (MH*) 

Melting point [°CJ: 145-146 (ether) 

[a] D -62.5' (c = 0.17, MeOH) 



EXAMPLE 13-14 

45 [0327] The compounds of the following tabulated examples with the general formula: 
^° HN /— R 



55 




were prepared using a similar method to example 10 from the title compound of preparation 21 and the correspondinq 
amine. 3 
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EX. NO. 



YIELD (%) 



CHARACTERIZATION DATA 



13 



14 



H 3 C 





Found: C, 70.30; H, 8.56; N. 

55 8.61% 

C^H^O^^O requires C, 
70.27; H, 8.34; N, 8.48% 

'H NMR (400 MHz, CDCI 3 ): 8 
[ppm] 1.25-1.39 (1H, m). 1.58-2.20 (13H. 
m). 2.20-2.38 (3H. m), 2.80-2.95 (3H. m), 
2.95-3.08 (2H, m), 3.58-3.72 (2H. m), 
3.78 (3H, s). 4.45-4.58 (1H, m). 5.05-5.15 
(1H, m), 6.82-6.90 (2H. m). 7.12-7.35 (7H, 
m) 

LRMS: m/z 478.2 (MH + ) 

Found: C, 71.36; H, 8.19; N, 

26 8.51% 

C29H M N 3 O3;0.6H 2 O; requires C, 
71.31; H, 8.30; N, 8.60% 

1 H NMR (400 MHz, CDCI 3 ): 6 
[ppm] 1.49-1.62 (8H. m). 1.72-2.02 (8H. 
m). 2.10-2.20 (2H. m). 2.20-2.35 (2H. m), 

2.40- 2.50 (1H. m). 2.52-2.62 (1H. m). 
3.42 (2H. s), 3.79 (3H, s). 5.02-5.12 (1H. 
m). 6.82-6.91 (2H. m). 7.15-7.37 (6H. m), 

7.41- 7.49 (1H. m) 

LRMS: m/z 478.2 (MH*) 



40 EXAMPLE 15 



AS 



SO 



/V-f(1ff)-3-(4-n2-(4-Methoxvphenyl)acetvl1ami 



[0328] 



H 3 C 



55 



[0329] The title compound was prepared using a similar method to example 2 from the title compound of preparation 
61 and cyclobutanecarbonyl chloride, 56%. 
Found: C, 69.80; H, 7.80; N, 8.72% 



67 

BNSDCCID: <EP 1013276A1 J_> 



EP1 013 276 A1 



C 28 H 37 N 3°3;°- 1H 2° requires C, 69.83; H, 8.16; N, 8.72% 

*H NMR (400 MHz, CDCI 3 ): S [ppm] 1.23-1.40 (2H, m), 1.74-2.32 (15H, m), 2.60-2 70 (1H m) 2 70-2 80 (1H 
m), 2.97 (1H, m). 3.48 (2H. s), 3.71-3.84 (1H, m), 381 (3H, s), 5.08 (1H, m), 5.21 (1H, d). 6.89 (2H d) 7 13-7 23 (5H 
m), 7.23-7.32 (2H, m) ' 
5 LRMS: m/z 464 (MH+) 

[a] D +37.8° (c = 0.18, MeOH) 

EXAMPLE 16 

10 S)-1 -(3-Fluofophenyl)-3-(4-r(2-phenvlacetvnamin o l-1 -piperidinvllpropylM -pyrrol idinecarboxamide 

[0330] 
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[0331] The title compound of preparaiton 56 (140mg, 0.30mmoi) was stirred for 30 minutes in a 5ml mixture of trif- 
luoroacetic acididichloromethane. The solvents were removed under reduced pressure and basified with saturated 
sodium carbonate solution before extracting with dichloromethane (x3). The organic layers were combined and dried 
(MgS0 4 ), filtered and evaporated under reduced pressure. The residue (100mg, 0.27mmol) in 1 ml of dichloromethane 
was added to a mixture of 1 ,1 '-carbonyldiimidazole (44mg, 2.71 mmol) and imidazole (18mg, 2.71 mmol) in 1 ml of 
dichloromethane at 0°C. The mixture was stirred for 15 minutes and then warmed slowly to room temperature over 1 
hour. A solution of pyrrolidine (26mg, 2.71 mmol) in 1 ml of dichloromethane was added and the mixture stirred for 18 
hours. The mixture was diluted with dichloromethane and washed with water. The organic layer was dried (MgS0 4 ), 
filtered and evaporated under reduced pressure the residue was purified by column chromatography on silica gel using 
an eluent of dicnloromethane:methanol:0 88 ammonia (95:5:0.5) to afford the title compound as a colourless glass, 
39m g. 

Found: C, 68.46; H, 7.68; N, 11.85% 

C 27H 3 sFN 4 O 2 ;0.5 H s O requires C, 68.19: H, 7.63; N, 11.78% 

n H NMR (400 MHz, CDCI 3 ): 6 [ppm] 1 .20-1 .37 (2H, m), 1 .71 -1 .81 (1H,m), 1.81-1 .94 (6H, m) 1 94-2 11 (3H m) 
2.1 9-2.34 (2H, m), 2.60-2.71 (1 H, m), 2.71-2.80 (1 H, m), 3.26-3.37 (4H, m), 3.55 (2H, s), 3.73-3.82 (1 H m) 4 94-5 00 
(1 H, m), 5. 1 3-5.23 (1 H, m), 6.1 3-6.20 (1 H, m), 6.84-6.90 (1 H, m), 6.90-6.97 (1 H, m), 7.00-7.03 (1 H m) 7 20-7 26 (3H 
m), 7.26-7.32 (1H,m), 7.32-7.40 (2H,m) ' " 1 " 

LRMS: m/z 467.1 (MH + ) 



EXAMPLE 17 



/V-((1S)-1-(3-F(uorophenyl)-3-^ 
[0332] 




[0333] The title compound of preparation 56 (140mg, 0.30mmol) was stirred for 30 minutes in a mixture of trifluoro- 
acetic acid:dichloromethane (5ml, 1:1). The solvents were removed under reduced pressure and basified with saturated 
sodium carbonate solution before extracting with dichloromethane (x3). The organic layers were combined and dried 
(MgS0 4 ), filtered and evaporated under reduced pressure. The residue (100mg, 2.71mmol), 1 -hydroxy eye lopen tan e- 
carboxylic acid (39mg, 2.98mmol), 1 -hydroxy benzotriazole monohydrate (44mg, 3.25mmol), 1-(3-dimethylaminopro- 
pyl)-3-ethyl-carbodiimide hydrochloride (67mg, 3.52mmol) and triethylamine (0.05ml, 3.52mmol) were stirred together 
for 18 hours in dichloromethane (6ml). The solvent was removed under reduced pressure and the residue dissolved 
in ethyl acetate, then washed with water (x2). The organic layer was dried (MgS0 4 ), filtered and evaporated under 
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reduced pressure the residue was purified by column chromatography on silica gel using an eluent of dichfromethane: 
methanol:0.88 ammonia (95:5:0.5) to afford the title compound as a white foam, 93mg. 
Found: C, 68.69; H, 7.60; N, 8.55% 

C 2 8 H 37 FN 3°3;°- 4 H 2° requires C, 68.66; H, 7.78; N, 8.58% 
s tH NMR (400 MHz, CDCI 3 ): 6 [ppm] 1 .35-1 .48 (2H, m), 1.65-1.94 (7H, m), 1.94-2.24 (7H, m), 2.24-2.35 (2H, m), 

2.60-2.69 (1H, m), 2.76-2.85 (1H, m), 3.56 (2H, s), 3.68-3.81 (1H, m), 5.05-5.11 (1H, m), 5.20-5.27 (1H, m), 6.87-6.94 
(2H, m), 6.97-7.01 (1H, m), 7.23-7.40 (7H, m), 8.53-8.61 (1H, m) 

LRMS: m/z 482.1 (MH + ) 



10 EXAMPLE 18 



/V-((1SH-(3-Fluoropheny))-3-(4-r(2-phenv 
[0334] 



20 




[0335] The title compound was prepared using a similar procedure to that described in example 1 7 from tetrahydro- 
2S 2H-pyran-4-carboxylic acid and purifying by recrystallisation from ethyl acetate in a 51% yield, 66mg. 

NMR (400 MHz, CDCl 3 ): 6 [ppm] 1 .21 -1 .40 (3H, m), 1.66-1.84 (5H, m), 1.84-2.16 (5H, m), 2.16-2.24 (1 H, m), 
2.24-2.39 (2H, m), 2.63-2.74 (1H, m), 2.77-2.87 (1H, m), 3.27-3.39 (2H, m), 3.55 (2H, s), 3.74-3.84 (1H, m), 3.90-4.00 
(2H, m), 5.02-5.08 (1 H, m), 5.20-5.27 (1 H, m), 6.82-6.94 (2H, m), 6.94-6.99 (1 H, m), 7.21 -7.39 (5H, m), 7.97-8.05 (1 H, 
m) 

30 LRMS: m/z 482.3 (MH+) 



EXAMPLE 19 



35 



40 



45 



/V-((1ff,2S^2-Methoxv-1-phenvl-3-(4-f(2-ph 
[0336] 




[0337] Diisobutylaluminium hydride (3.47ml of a 1 .0M solution in dichloromethane, 3.47mmol) was added dropwise 
to a solution of the title compound of preparation 51 (460mg, l.58mmol) in dichloromethane (20ml) at -78*0. The 
reaction mixture was stirred at this temperature for 1 hour, then methanol (2ml) pre-cooied to -78°C was added. The 
mixture was warmed to room temperature and washed with 2M hydrochloric acid, water and brine, dried (MgS0 4 ), 

so filtered and the solvent evaporated under reduced pressure to afford the aldehyde as a clear oil, 400mg. This oil (400mg, 
1.53mmol), the title compound of preparation 2 (334mg, 1.53mmol) and sodium triacetoxyborohydride (483mg, 
2.28mmol) were stirred together for 3 hours at room temperature in dichloromethane:acetic acid (30ml, 10%). The 
solvents were evaporated under reduced pressure and the residue dissolved in ethyl acetate and washed with saturated 
aqueous sodium carbonate solution then water. The organic layer was dried (MgS0 4 ), filtered and evaporated under 

ss reduced pressure. The residue was purified by flash column chromatography on silica gel using dichloromethane: 
methanol:0.88 ammonia (95:5:0.5) as eluant to afford the title compound as a white solid, 117mg. 

1 H NMR (400 MHz, CDCI 3 ): 5 [ppm] 1.31 (3H, m), 1.81 (4H, m), 2.05-2.18 (7H, m), 2.61 (1H, d), 2.76 (1H, d), 
3.05 (1H, m), 3.25 (3H, s), 3.48 (1H, m), 3.58 (2H, m), 3.79 (1H, m), 5.23 (2H, m), 6.78 (1H, d), 7.18-7.38 (10H, m) 
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LRMS: m/z 464.1 (MH + ) 

[a] D : -28 1 (c = 5.10, methanol) 

EXAMPLE 20 

N-r(1S)-3-(4-{[2/^-2-Methox^ 
[0338] 



6 



[0339] A solution of the title compound of preparation 72 (lOOmg, 0.32mmol) in dichloromethane (2.5 ml) was added 
toa solution of 1 -(3-dimethylaminopropyl)-3'ethylcaroodiimide hydrochloride (60mg, 0.32mmol), (H)-a-methoxy phenyl 
acetic acid (53mg, 0.32mmol), 1 -hydroxy benzotriazole hydrate (50mg, 0.33mmol), and diisopropylethylamine (55jil 
0.32 mmol) in dichloromethane (2.5 ml). The reaction mixture was stirred for 30 hours, then diluted with dichloromethane 
and washed with 1 0% sodium carbonate. The layers were separated and the aqueous layer was extracted with dichlo- 
romethane (2x 25ml). The organic layers were combined, washed with brine, dried (MgS0 4 ), filtered and the solvent 
was evaporated. The crude product was purified by column chromatography on silica gel using dichloromethanemeth- 
anol:0.88 ammonia (95:5:0.5) as the eluant to yield the title product, 60 mg. 
Found: C, 70.25; H, 8.18; N, 8.49% 
C 28 H 37 N 3°3;° 9H 2 0 requires C, 70.09; H, 8.15; N, 8.76% 

iH NMR (400 MHz, CDCI 3 ): 8 [ppm] 1.46 (2H, m), 1.76-2.41 (15H, m), 2.78 (1H, bm), 2.84 (1H-bm) 3 02 (1H 

m), 3.36 (3H,s), 3.80 (1H,bm), 4.59 (1H,s), 5.12 (1H,m), 6.64 (1H,d), 7 16-7 42 (10H m) ' 
30 LRMS: m/z 464 (MH+) 

EXAMPLE 21 

ry-f(1S)-1-Phenyt-3-(4-fr2-(2-pyh^^ 
[0340] 



[0341] The title compound was prepared using a similar method to that described for Example 20 from the title 
compound of preparation 72 and 2-pyridyl acetic acid hydrochloride, 35%. 
Found: C, 68.08; H, 8.05; N, 12.20% 

C 26 H 34 N 4°2' 1 3H 2 0 requires C, 68.08; H, 8.06; N, 12.21% 

NMR (400 MHz, CDCI 3 ): 6 [ppm] 1 .46-2.41 (18H, m), 2.67 (1H, bm), 2.81 (1H, bm), 3 03 (1H m) 3 72 (2H 
s), 3.83 (1H, bm), 5.10 (1H, m), 7.14-7.32 (5H, m), 7.40 (1H, m), 7.52 (1H, m), 7.67 (1H, t), 8 54 (1H d) 
LRMS: m/z 436 (MH + ) ' ' 
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EXAMPLE 22 

1 -Acetyl- AH(1 SV3-(4-(f2-(4-fluorophenvt)acetyl1amino)-1 -piperidinylM -phenvlpropyll-3-azetidinecarboxamide 
5 [0342] 



30 



35 



40 




10 



[0343] The title compound of preparation 70 (75mg, 0.2mmol), 1 -acetyl-3-azetidinecarboxylic acid (29mg : O^mmol), 
15 1-hydroxybenzotriazole monohydrate (30mg, 0.22mmol), 1-(3-dimethylaminopropyl)-3-ethyl-carbodiimide hydrochlo- 
ride (47mg, 0.24mmol) and triethylamine (0.034ml, 0.24mmol) were stirred together for 4 hours in 5ml of dichlorometh- 
ane. The mixture was evaporated under reduced pressure and the residue dissolved in ethyl acetate before washing 
with water, saturated sodium carbonate solution then water. The organic layer was dried (MgS0 4 ), filtered and evap- 
orated under reduced pressure. The residue was purified by column chromatography on silica gel using an eluant of 
20 dichloromethane:methanol:0.88 ammonia (95:5:0.5) to afford the title compound as a white foam, 45mg. 

[0344] 1 H NMR (400 MHz, CDCI 3 ): 8 [ppm] 1 .20-1 .52 (3H, m), 1.68-1.81 (1H, m), 1.18-1.85 (3H, m), 1 .85-2.00 (2H , 
m) ,2.00-2.24 (3H, m), 2.29-2.45 (1H, m), 2.71-2.80 (1H, m), 2.90-3.03 (1H, m), 3.23-3.35 (1H, m), 3.50 (2H, s), 
3.74-3.87 (1H, m), 4.13-4.35 (4H, m), 5.06-5.13 & 5.13-5.21 (1H, m), 5.94-6.00 & 6.13-6.20 (1H, m), 6.98-7.03 (2H, 
m), 7.13-7.19 (2H, m), 7.19-7.34 (5H, m), 8.53-8.60 & 8.61 -8.68 (1H, m) 
25 LRMS: m/z 495.1 (MH+) 

EXAMPLE 23 

A/-f(1S)-3-(4-([2-(4-Fluorophenvl)acetvnamino)-1-piperidinyl)-1-phenvlpropvll-2,2-dimethvlpropanamide 
[0345] 




[0346] The title compound was prepared using a similar method to that described for example 1 from the title com- 
pound of preparation 70 and trimethylacetyl chloride using diisopropylethylamine as base, 43%. 
Found: C, 66.74; H, 7.60; N, 8.59% 
45 C 2 7H3 6 FN 3 02;1 .7H 2 0 requires C, 66.97; H, 8.20; N, 8.68% 

NMR (400 MHz, CDCI 3 ): 6 [ppm] 1.19 (9H, s), 1.36 (2H, m), 1 .72-1 .84 (1 H, m), 1.90 (2H, bm), 1 .95-2.14 (3H, 
m), 2.14-2.24 (1H, m), 2.28-2.38 (1H, m), 2 72 (1H, m), 2.82 (1H, m), 2.97 (1H, m), 3.52 (2H, s), 3.78 (1H, m), 5.04 
(1H, m), 5.11 (1H, d), 7.04 (2H, t), 7.13-7.14-7.34 (6H, m), 7.46 (1H, m) 
LRMS: m/z 454 (MH + ) 
so Melting point [°C]: 158-159 
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EXAMPLE 24 UK-38673Q 

/V-[(1S)-1-(3-Fluofophenvl)-3-(4-ff2-f4-fluo r o P henvnacetvnamino)-1-nineridinvhDfopy[l -AA 
methvlcvclobutanecarboxamide — 

[0347] 



[0348] To a mixture of the title compound of preparation 67 (1 OOmg, 0.25mmol) and triethylamine (0.04ml, 0 28mmol) 
-n 5ml of dichloromethane was added cyclobutylcarbonyl chloride (0.03ml, 0.25mmol). The mixture was evaporated 
under reduced pressure and the residue dissolved in ethyl acetate before washing with saturated sodium carbonate 
solut.on then water. The organic layer was dried (MgS0 4 ), filtered and evaporated under reduced pressure The residue 
was purified by column chromatography on silica gel using an eluent of dichloromethane:methanol:0.88 ammonia (98- 
2:0.25) to afford the title compound as a gum, 20mg. 

^ o J^o^?^ 400 MHZ ' CDC ' 3): S [PPm] 1 - 26 " 1 40 (2H ' m) ' 1 - 80 - 2 00 < 5H . 2 00-2.40 (9H, m), 2.56 & 2 68 (3H 

^'^^^ 
LRMS: m/z 484.2 (MH + ) 

Claims 

1. A compound of Formula (I); 

30 

[Region <*] - [R egion (5] - [R^ y] - [R^ §] (|) 
wherein [R^,, a] is selected from the group consisting of: 
A - Ar yJ heterocyclyl substituent components comprising: 
-- 1. hetero-phenyimethylene moieties of partial Formula (1.0.0): 



10 



15 



20 



25 



40 



45 




(10.0) 
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wherein: the symbol ■*■ indicates the point of attachment of the moiety of partial Formula (t 0 0) to 
R egion P» as hereinafter defined; 

R 5 is a member selected from the group consisting of a direct bond; -O-- -C(=0)- -NR 4 -- and -Sf=0) 
where: ' ' ' v y p , 
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— R 4 is hydrogen or (C.,_C 2 )alkyl; 

R 6 is a member selected from the group consisting of hydrogen; (CvC^alkyl; (C 1 .C 2 )alkoxy; -CN; 

-OH; and -C(=0)NH 2 ; 

j is an integer selected from 0, 1 , and 2; 

m is an integer selected from 0, 1 . and 2; 

R 7 and R 8 are each a member selected from the group consisting of -F; -CI; -C0 2 R 4 ; -OH; -CN; 
-CONR 4 a R 4 b ; -NR^RV; -NR 4 a C(=0)R 4 b ; -NR 4 a C(=0)OR 4 b ; -NR^S^OJpRV, -S(=0) p NR 4 a R 4 b ; 
(C 1 .C 4 )alkyl, and (C 1 .C 4 )aIkoxy wherein said atkyl and alkoxy are each substituted with 0 to 3 sub- 
stituents independently selected from F and CI; (C n _C 2 )alkoxycarbonyl; (C^C^alkylcarbonyl; and 
(C 1 .C 2 )alkylcarbonyloxy; where: 

— p is an integer selected from 0, 1 , and 2; 

— F^ a and R 4 b are each independently selected from hydrogen and (C v C 2 )alkyl; 
the moiety represented by partial Formula (1.0.1 ): 



in partial Formula (1.0.0) represents a monocyclic heterocyclic group, or a bicyclic benzo-fused ring 
system containing said heterocyclic group wherein said heterocyclic group contains a total of 5- or 6- 
members of which one or two of said members is nitrogen, the presence of the optional second ni- 
trogen atom being represented by: B [N]"; wherein said heterocyclic group or ring system are selected 
from the group consisting of pyrrolyl; pyrazolyl; imidazolyl: pyridinyl; pyrazinyl; pyrimidinyl; pyridazinyl; 
piperazinyl; indolyl; indazolinyl; benzimidazolyl; quinolinyl; iso-quinolinyl; and quinazolinyl; wherein: 

— R l2 a is a member selected from the group consisting of hydrogen; F; CI; -CC^R 4 ; oxo; -OH; CN; 
NH 2 ; NH(C r C 2 )alkyl; N(C r C 2 ) 2 dialkyl; -CF 3 ; (C 1 .C 4 )alkyl: (C 2 _C 4 )alkenyl; (C, C 4 )alkoxy; (C 3 „C 7 ) 
cycloalkyl; and phenyl; wherein said alkyl, alkenyl, alkoxy cycloalkyl and phenyl are substituted 
with 0 to 2 substituents R 9 where: 

R 9 is a member independently selected from the group consisting of F; CI; -C0 2 R 4 ; -OH; 

cyano; -CONR 4 a R 4 b ; -NR 4 a R 4 b -; -NR 4 a C(=0)R 4 b ; -NR 4 a C(=0)OR 4 b ; -NR 4 a S(=0) p R 4 b ; -S 
(^oyslF^R 4 ^ (C v C 4 )alkyl including dimethyl, and (C 1 .C 4 )alkoxy wherein said alkyl and 
alkoxy are each independently substituted with 0 to 3 substituents independently selected 
trom F and CI; (C v C 2 )alkoxycarbonyl; (C v C 2 )alkylcarbonyl; and (C v C 2 )alkylcarbonyloxy; 
and 

— R 12 b is absent or is a member selected from the group consisting of hydrogen; (C 1 .C 4 )alkyl; 
(C 2 .C 4 )alkenyl; (C 1 .C 2 )alkoxy; (C 3 .C 7 )cycloalkyl; and phenyl; wherein said alkyl, alkenyl, alkoxy, 
cycloalkyl and phenyl are substituted with 0 to 2 substituents R 9 wherein R 9 has the same meaning 
as above, except that it is selected independently selected therefrom; and 

2. hetero-phenylmethylene moieties of partial Formula (1 .1 .0): 




(1.0.1) 
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10 



15 



,25 



45 



50 



55 




(1.1.0) 



wherein: the symbol ~; rs ; R 6 ; r7; r8; , and m are as defjned fufther abwe { ^ g|| q{ ^ 
above-recited substituents are selected independently of their selection above 
the moiety represented by partial Formula (1.1.1): 




(1.1.1) 



in partial Formula (1.1.0) represents: 



— a. a monocyclic heterocyclic group containing a total of 5 or 6 members of which one said member 
is nitrogen and Q is selected from O and S where said S may optionally be in the sulfonate form 

3S -S(=0) 2 ; wherein said heterocyclic group is selected from the group consisting of oxazolyl oxa- 

zolidmyl; /soxazolyl; thiazolyl; thiazolidinyl; /so-thiazolyl; morpholinyl; and thiomorpholinyl or 

— b. a monocyclic heterocyclic group containing a total of 5- or 6- member s of which two said 

members are nitrogen and a third or fourth said member is independently selected from N O 

and S where said S may optionally be in the sulfonate form, -S(=0) 2 ; wherein said heterocyclic 

M 9roup is selected from the group consisting of triazolyl; triazinyl; tetrazolyl; oxadiazolyl thiadia- 

*" zolyl; and 

— R 13 a is selected from the group consisting of hydrogen; F; Cl; -C0 2 R4; oxo -OH" CN NHv NH 
(CVC 2 )alkyl; N(C r C 2 ) 2 dialkyl; -CF 3 ; (Chalky!; (C 2 .C 4 )alkenyl; (C^Jalkoxy; (C.C^cy- 
cloalkyl; and phenyl; wherein said alkyl, alkenyl, alkoxy, cycloalkyl and phenyl are substituted with 
0 to 2 substituents R 11 where: 

R 11 is a member selected from the group consisting of F; CI; -C0 2 FH -OH -CN- -CONR 4 R4 • 

l R > R >:" NR4aC(= ° )R4b; - NR4 aC(=0)OR4 b ; - N R4 aS(=0 ) p R4 b ; : S(= 6) p NR4 a R4 b ; (C, C 4 j 
alkyl including dimethyl, and (C v C 4 )alkoxy wherein said alkyl and alkoxy are each independ- 
ently substituted with 0 to 3 substituents independently selected from F and CI (C, C,)alkox- 
ycarbonyl; (C^CaJalkylcarbonyl; and (C^C^alkylcarbonyloxy; and 

R 13 b is a member selected from the group consisting of hydrogen: (C, C 4 )alkyl (C, C 4 )alkenvl 
(C, C 2 )alkoxy; (C3.C 7 )cycloalkyl: C^Xq-C^lkyl; S(=0 )2 (C 1 -C 4 )alkyl; and phenyl; wherein 
said alkyl, alkenyl, alkoxy, cycloalkyl and phenyl are substituted with 0 to 2 substituents R« where- 
in R has the same meaning as in above, except that it is selected independently; 

- B a (substiluted)-amido-aryl or -heterocyclyl moiety selected from the group consisting of 
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alkyl-, alkenyl-, and alkynyl-substituted-amido-aryl moieties of partial Formula (2.0.0): 



A 




W 



27 



R 



(2.0.0) 



wherein: the symbol "*"; R 4 and R 6 ; are as defined above, except that all of the above -recited sub- 
stituents are selected independently of their selection above; 
A is a member selected from the group consisting of: 

— 1 . the moiety of partial Formula (2.0.3) 



wherein: the symbol R 7 ; R 8 and m are as defined above, except that all of the above-recited 

substituents are selected independently of their selection above; and the symbol: indicates 
the point of attachment of the moiety A to the, remaining portions of partial Formula (2.0.0); 

— 2. the moiety of partial Formula (2.0.4) 



which represents a monocyclic heterocyclic group, selected from the group consisting of pyrrolyl; 
pyrazolyl; imidazolyl; pyridinyl; pyrazinyl; pyrimidinyl; wherein: the symbol R 12 a and R 12 b are as 
defined above, except that all of the above-recited substituents are selected independently of 
their selection above; and the symbol: indicates the point of attachment of the moiety A to the 
other, remaining portions of partial Formula (2.0.0); 
— 3. the moiety of partial Formula (2.0.5) 




(2.0.3) 




(2.0.4) 
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(20.5) 



which represents 

a. a monocyclic heteroaromatic group containing a total of 5- members of which one said 

member is nitrogen and Q is selected from O and S where said S may optionally be in the 
sulfonate form, -S(=0) 2 ; selected from the group consisting of oxazoiyl; isoxazolyl; thiazolyl 
and /so-thiazolyl; or 

b. a monocyclic heterocyclic group containing a total of 5- or 6- members of which two said 

members are nitrogen and a third or fourth said member is independently selected from N, 
O, and S where said S may optionally be in the sulfonate form, -S(=0) 2 ; selected from the 
group consisting of triazoiyl; triazinyl; tetrazolyl; oxadiazoiyl; and thiadiazolyl; and 

wherein: the R 13 a , Fp3 b and j are as defined above, except that ail of the above-recited 

substituents are selected independently of their selection above; and the symbol: 
indicates the point of attachment of the moiety A to the other, remaining portions of partial 
Formula (2.0.2); 

R 5 a is a member selected from the group consisting of a direct bond; -C(=0)-; and -S(=0) 2 - 
WMs (1 .) a direct bond; (2.) in the case where R5 a is -C(=0)- or -S(=0) 2 , V\n is a direct bond or -(C r 
C 3 )alkylene- wherein any single carbon atom thereof is substituted by 0 to 2 substituents R23 where 
R 23 is a member selected from the group consisting of -F; -CI; -C0 2 R4; -OH; -CN; (C 1 -C 4 )alkoxy; (C 3 - 
C 7 )cycloalkyl; and phenyl; wherein said alkoxy, cycloalkyl, and phenyl are substituted with 0 to 2 
substituents R 11 , wherein said R 1 1 is as defined above, except that all of the above-recited substituents 
are selected independently of their selection above; or (3.) is a member independently selected from 
the group consisting of the moieties of partial Formulas (2.0.6) through (2.0.16), inclusive: 



O 



O 





(2.0.6) 



(2.0.7) 



(2.0.8) 



O 





R 



,24 



FT 



(2.0.9) 



(2.0.10) 



(2.0.11) 
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I f «?>> 1! o f 

R 25 

(2.0.13) (2.0.14) (2.0.15) (2.0.16) 

— wherein: the symbol: indicates the point of attachment of the moiety W 1 to the nitrogen atom 
in partial Formula (2.0.0), and the symbol: indicates the point of attachment of the moiety W 1 
to the other, remaining portions of partial Formula (2.0.0); and R 4 is as defined further above, but 
selected on an independent basis; 

R24 j S selected from the group consisting of hydrogen and (C-,-C 4 )alkyl; and 

— R 25 and R 26 are each selected from the group consisting of -OH; (C,_C 2 )alkyl substituted by 0 to 
3 substituents selected from F; and OH; and (C^C^alkoxy; and 

— R 27 is selected from the group consisting of (C^C^alkyl; (C 2 _C 6 )alkenyl; and (C 2 _C 6 )alkynyl; wherein 
said alkyl, alkenyl, and alkynyl groups comprising R 27 are substituted with 0 to 3 substituents R 28 
where: 



«j» 2 



(2.0.12) 



— R28 i S selected from the group consisting of phenyl; F or CI; oxo; hydroxy; (C,_C 2 )alkyl; (C y ,C 3 ) 
alkoxy; -C(=0)OR 29 ; -C(=0)(C r C 4 )alkyl; -S(=0) 2 (C r C 4 )alkyl; -C^OJNR^R 3 ^ -NR^R 30 ; 
-NR 29 C(=0)R 30 ; -NR 2 9C(=0)OR 30 ; -NR 29 S(=O) p R^0; and -S(=0) 2 NR 29 R 30 , where: 

R 29 and R 30 are each a member independently selected from the group consisting of hydro- 
gen and (C 1 .C 4 )alkyl substituted by 0 to 3 substituents selected from the group consisting of 
F and CI; 

2. cycloalkyl-substituted-amido-aryl moieties of partial Formula (2. 1 .0): 



A 




(2-1.0) 



— wherein: A; W 1 ; the symbol "*"; R 4 ; R 5 a ; and R 6 have the same meaning as set out above, except 
that all of the above-recited substituents are selected independently of their selection above; and 

— R 32 is a member selected from the group consisting of -(CH 2 ) n .(C3.C 7 )cycloalkyl, where n is an integer 
selected from 0, 1 , and 2; in the event n is 0, then the a-carbon atom of said (C^CyJcycloalkyl is 
substituted by 0 or 1 (C v C 4 )alkyl or phenyl, where said alkyl or phenyl are substituted by 0, 1 , or 2 
of CH 3 , OCH 3 , OH or NH 2 ; and in the event that n is 1 or 2, the resulting methylene or ethylene is 
substituted by 0 or 1 of F; NH 2 ; N(CH 3 ) 2 , OH; OCH 3 ; (C v C 4 )alkyl; or phenyl; where said alkyl and 
phenyl are substituted by 0, 1 , or 2 of CH 3 , OCH 3 , OH, and NH 2 ; and further wherein said (C 3 .C 7 ) 
cycloalkyl is substituted by 0 to 3 substituents R 28 where R 28 is as defined further above, but selected 
independently 

3. aryl and heterocyclic-substituted-amido-aryl moieties of partial Formula (2.2.0): 
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A 




(2.2.0) 



— wherein: A; W 1 ; the symbol: — ; R 4 ; R 5 a ; and R 6 have the same meaning as set out above, except 
that all of the above- recited substituents are selected independently of their selection above; and 

— R 35 is selected from the group consisting of phenyl; furyl; tetrahydrofuranyl; tetrahydropyranyl; oxe- 
tanyl; thienyl; pyrrolyl; pyrrolidinyl; oxazolyl; isoxazolyl; thiazolyl; isothiazolyl; imidazolyl; pyrazolyl; 
oxadiazolyl; thiadiazolyl; triazolyl; pyridyl; pyrazinyl; pyridazinyl; piperazinyl; pyrimidinyl; pyranyl; aze- 
tidinyl; morpholinyl; parathiazinyl; indolyl; indolinyl; benzo[d]furanyl; 2;3-dihydrobenzofuranyl; benzo- 
thienyl; 1 H-indazolyl; benzimidazolyl; benzoxazolyl; benzisoxazolyl; benzthiazolyl; quinolinyl; isoqui- 
nolinyl; phthalazinyl; quinazolinyl; and quinoxalinyl; wherein (1.) said group R 35 may be substituted 
upon any one or more carbon atoms thereof by 0 to 3 substituents R 28 where R28 j S a s defined above, 
except that it is selected independently; (2.) said group R 35 is substituted with respect to any one or 
more nitrogen atoms thereof that is not a point of attachment of said aryl or heterocyclic moiety, by 0 
to 3 substituents R 13 b where R 13 b is as defined above, except that it is selected independently; and 
(3.) said group R 35 with respect to any sulfur atom thereof that is not a point of attachment of said 
heterocyclic moiety, is substituted by 0 or 2 oxygen atoms; 

[ R egion PI is an alkyl bridging element of partial Formula (3.0.0): 



R 
I 



(3.0.0) 



wherein: 

B *" is a symbol which represents the point of attachment of the moiety of partial Formula (3.0.0) to R^^ a; 

is a symbol which represents the point of attachment of the moiety of partial Formula (3.0.0) to F^ jon y, 
R 40 and R 41 are both selected from the group consisting of hydrogen; (C r C 2 ) alky! including dimethyl; 
hydroxy; and (C r C 3 ) alkoxy; 

[ R egton yJ * s an aza-monocyclic moiety of partial Formula (4.0.0): 




(4.0.0) 

wherein: 

is a symbol which represents the point of attachment of the moiety of partial Formula (4.0.0) to Region 
0 of the compound of Formula (I); '° n 
"*-»*■ is a symbol representing a covalent bond attaching any carbon atom of said azamonocyclic moiety 
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of partial Formula (4.0.0) to Region 5; 
the moiety of partial Formula (4.0.1): 




(4.0.1) 



in partial Formula (4.0.0) represents a monocyclic heterocylic group containing a total of from 4- to7-mem- 
bers of which one said member is nitrogen, wherein said heterocyclic group is a member independently 
selected from the group consisting essentially of azetidinyl; pyrrolidinyl; peperidinyl; and azepinyl; 
Ft 45 is absent or is a member independently selected from the group consisting essentially of (G,.C 4 )alkyl 
including dimethyl; (C 3 .C 6 )cycloalky!; (C^C^alkoxy; CF 3 ; -C0 2 R 4 where R 4 is as defined further above; 
oxo; -OH; cyano; -C(=0)NR 4 a R* b ; -NR^R 4 ^ -NFr^C^OJR 4 ^ -NR 4 a C(=0)OR 4 b ; -NR 4 a S(=0) p R 4 b ; -S 
(=0) p NR 4 a R 4 b ; (C 1 .C 2 )alkoxycarbonyl; (C v C 2 )alkylcarbonyl; (C.,.C 2 )alkylcarbonyloxy and (C 1 .C 2 )alkoxy 
(C 1 .C 2 )alkyl; it being understood that in the moiety of partial Formula (4.0.0) R 45 is a substituent attached 
to a single carbon atom thereof; where: 

— F^a and R 4 b are each independently selected from hydrogen and (C 1 .C 2 )alkyl; 

R 46 is absent or is a member independently selected from the group consisting essentially of hydrogen; 
and (C 1 .C 4 )alkyl substituted by 0 or 1 substituent independently selected from (C v C 2 )alkoxy and -C0 2 R 4 
where R 4 is as defined further above; and -»0; it being understood that in the case where substituent R 46 
is present, that it results in said nitrogen atom and said moiety of partial Formula (4.0.0) is in quaternary 
form; 

*gion s l ls a member consisting of: 

aryl and heterocycly I -(substituted) amide, carbamate; or urea moiety of partial Formula (5.1.0): 



wherein: the symbol is as defined above; 

R 73 is a member selected from the group consisting of hydrogen and (C^^Jalkyl; 

W 5 is selected from the group consisting the moieties of partial Formulas (5.1.1) through (5.1.1 2): 



,73 



* — N 



Vv^-R 



(5 1.0) 




(5.1.1) 



(5.1.2) 



(5.1.3) 



(5.1.4) 
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10 



15 



30 




R 7S '™ — " 7S 



j°>2 (0) 2 R 



(5.1.5) (5.1.6) (5.1.7) (5.1.8) 

(?), O OR 75 O 

A" -V. >w 

R 75 R 74 R 74 & i» 

(5.19) (5.1.10) (5.1.11) (5.1.12) 

*° where 'n: the symbol: indicates the point of attachment of the moiety W 5 represented by partial 

Formulas (5.1 .1) through (5.1.12), inclusive, to the nitrogen atom in partial Formula (5.1.0), and the 
symbol: ■*■ indicates the point of attachment of the moiety W 5 to R 82 as defined further below; 
R 74 and R75 are each selected from the group consisting of hydrogen; (C^C^alkyl substituted by 0 

25 or 1 substituent independently selected from OH; and (C^CgJalkoxy; and 

— R 82 is a member selected from the group consisting of phenyl; cinnolinyl; f uryl; thienyl; pyrrolyl oxazolyl- 
isoxazolyl; thiazolyl; isothiazolyl; imidazolyl; imidazolinyl; pyrazolyl; pyrazolinyl; oxadiazolyl; thiadiazolyr 
tnazolyl; pyridyl; pyrazinyl; pyridaziny!; pyrimidinyl; parathiazinyl; indolyl; isoindolyl; indolinyl benzofb] 
furanyl; 2;3-dihydrobenzofuranyl; benzofbjthiophenyi; 1 H-indazolyl; benzimidazolyl; benzthiazolyl- quin- 
olmyl; rsoquinolinyi; phthalazinyl; quinazolinyl; quinoxalinyl; wherein: 



— the aryl or heterocyclyl moiety is substituted by 0 to 3 substituents R 78 where: 

— R 78 is a member selected from the group consisting of oxo; -CI; -F; -OH; -(C, C 2 )alkyr -(C 1 C 3 )alkoxy 
-CF 3 ; -CN; -C(=0)OR 7 9; - C (^O)NR79r80 ; - NR 79 R 80 ; -NR^C^OJRSO; -NR^C^ORBO- -NR 7 9S 

35 (=O) 2 R 8 0; and -S^O^NR^RSO, where: 

R79 and R 80 are each a member independently selected from the group consisting of hydroqen 

and (C^C^alkyl. ' 1 



40 



45 



2. A compound as claimed in Claim 1 , wherein the group of Formula (5. 1 .0) is selected from the group consistinq of 
carbamates, ureas and amides. 

3. A compound ads claimes in Claim 2, wherein the group W* of Formula (5. 1 .0) is selected from the group consistinq 
of partial Formulas (5.1.4) to (5.1.12): 



so 



55 



(5.1.4) 
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V 


O R 75 


jO) 2 


R 7S 






(5.1.5) 


(5-1.6) 


(5.1.7) 


«?), 

R 7S 


A- 

R 74 


-O R 7S 
R 74 


(5.1.9) 


(5.1.10) 


(5.1.11) 



. A compound which Is selected from the group consisting of 
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A compound which is selected from the group consisting of 

A/-(1 -Phenyl-3-{4-[(2-phenylacetyl)amino]-1 piperidinyl}propyl)cyclobutanecarboxamide 
A/-[3-(4-{[2-(4-MethoxyphenyJ)acetyl]amino}-1-piperidinyl)-1 -(4-methoxyphenylpropyl]cyclobutanecarboxam- 
ide 

A^[3-(4-{[2-(4-Methoxyphenyl)acety1]amino}-1-pi 
mide 

A^[3-(4-{[2-Phenylacetyl]amino}-1-piperidinyl)-1-(3^hlorophenylpropyl]cyclc^utanecarboxamide 
A^[3-(4-{[2-Phenylacetyl]amino}-1-piperidinyl)-1-(3-fluorophenylpropyl]cyclobutanecarboxamide 
A^[3-(4-{[2-Phenylacetyl]amino}-1-piperidinyl)-1-(4K:hlorophenylpr6pyl]cyclc>butanecarboxamide 
A^|3-(4-{[2-(4-Methoxyphenyl)acetyl]amino}-1-piperidinyl)-1-phenylpropyl]cyclobutanecarboxamide 



85 



1013276A1 1 _> 



EP 1 013 276 A1 



9. 



A/-[1-Phenyl-3-(4-{[(2^-2-pheny!^^ 
AMl-Phenyl-3-(4-{[(2S)-2-phenylpro 

A/-[(1 S)-3-(4-{[2-(4-methoxyphenyl)acetyl]amino}-1 -piperidinyl)-1 -phenylpropyl]cyclobutanecarboxamide 
^[0^-3-((3tf)-3-{[2-(4-methoxyphenyl)acety^ 
^[0^-3-((3S)-3-{[2-(4-methoxyphenyl)acety^ 
^( 3 M4-[[2-(4-methoxyphenyl)acetyl](me^ 

A^[3-(4-{[2>(4-methoxyphenyl)acetyl]amino}4-methyl-1-piperidinyl)-1-p 
^IO^-3-(4-{[2-(4-MethoxyphenyO 

/V-((1 S)-t -(3-Fluoropheny!)-3-{4-[(2-phenylacetyl)amino]-1 -piperidinyl}propyl)-1 -pyrrolidinecarboxamide 
N-((1 S)-1 -(3-Fluorophenyl)-3-{4-[(2-pheny!acetyl)amino]-1 -piperidinyl}propyl)-1 -hydroxy eye lope ntanecar- 
boxamide 

AH(1 S)-1 -(3-Fluorophenyl)-3-{4^ 
amide 

/^((1/?,2S)-2-Methoxy-1-phenyl-3-{4-[(2-phenyiacety!)amino]-1-D 

^[(1S)-3-(4-{[(2^-2-methoxy-2-phenylethanoyl]amino}-1-piperidinyl)-1^ 
mide 

/V-[(1 S)-1 -Phenyl-3-(4-{[2-(2-pyridinyl)acetyl]amino}-1-pjperidinyl)propyl]cyclobutan 

1 - Acetyl- A/-[(l S)-3-(4-{[2-(4-fluorophenyl)acetyl]amino}-1 -piperidinyl)-l -phenylpropyl]-3-azetidinecarboxam- 
ide 

^(1S)-3-(4-{[2-(4-Fluorophenyl)acetyl]am^ 

S)-1 -(3-Fluorophenyl)-3-(4-{[2-(4-fluorophenyl)acetyl]amino}-1 -piperidinyl)propyQ-/v-methylcyclobu- 
tanecarboxamide 

A method of treating or preventing a disease or condition mediated by or associated with modulation of CCR5 
chemokine receptor activity in a patient which is in need of such treatment or is a prospective beneficiary of such 
prevention, comprising administering to said patient an amount of a compound claimed in any preceding claim 
which is therapeutically effective to treat or prevent said disease or condition. 

A pharmaceutical composition for treating or preventing a disease or condition mediated by or associated with 
modulation of CCR5 chemokine receptor activity comprising an amount of a compound claimed in any preceding 
claim which is therapeutically effective to treat or prevent said disease or condition, together with a pharmaceutical 
acceptable carrier therefor. 

A method of treating or preventing infection by human immunodeficiency virus (HIV) in a patient which is in need 
of such treatment or is a prospective beneficiary of such prevention, including treatment or prevention of acquired 
immunodeficiency syndrome (AIDS) resulting therefrom, comprising administering to said patient an amount of a 
compound as claimed in any preceding claim which is therapeutically effective to treat or prevent said infection bv 
HIV : including AIDS. y 

A method according to claim 8 further including coadministering to said patient in combination with a compound 
as claimed in any of claim 1 to 3, one or more additional therapeutic agents for treating or preventing HIV infection 
comprising one or more members selected from the group consisting of (1) inhibitors of HIV protease- and (2) 
inhibitors of HIV reverse transcriptase. 

10. A method according toclaim 9 wherein: (1 ) said inhibitors of HI V protease comprise one or more members selected 
from the group consisting of indinavir, ritonavir, saquinavir, nelfinavir, and amprenavir; and (2) said inhibitors of 
HI V reverse transcriptase comprise one or more members selected from the group consisting of (a) non-nucleoside 
reverse transcriptase inhibitors (NNRTIs) selected from nevirapine, delavirdine, and efavirenz; and (b) nucleoside/ 
nucleotide inhibitors (NRTIs) selected from zidovudine, didanosine, zalcitabine, stavudine, lamivudine abacavir 
and adefovir dipivoxil. 

11. A method according to claim 9 wherein said inhibitors of HIV protease and said inhibitors of HIV reverse tran- 
scriptase comprise one or more members selected from the group consisting of indinavir; ritonavir' saquinavir 
nelfinavir; amprenavir: nevirapine; elavirdine; efavirenz; zidovudine; didanosine; zalcitabine; stavudine* lamivu- 
dine; abacavir; adefovir dipivoxil; FTC; PMPA; fozivudine tidoxil; talviraiine; S-1153- MKC-442 MSC-204 MSH- 
372; DMP450; PNU-140690; ABT-378; and KNI-764. 

12. A method according to claim 9 wherein said method comprises preventing HIV infection and said patient being 
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treated is aviremic and/or asymptomatic and is potentially or effectively infected with HIV, comprising administering 
to said patient a combination of therapeutic agents comprising a member selected from the group consisting of: 
(i) a compound as claimed in claim 1; (ii) one non-nucleoside reverse transcriptase inhibitor (NNRTI) in addition 
to a compound of (I); (iii) one nucleoside/nucleotide inhibitor (NRTI) in addition to a compound of (I); (iv) one NRTI 
s in addition to the combination of (ii); and (v) a compound selected from inhibitors of HIV protease used in place of 

said NRTI in combinations (iii) and (iv). 

1 3. A method according to claim 9 wherein said method comprises treating HIV infection and said patient being treated 
has detectable viremia or abnormally low CD4 counts, comprising administering to said patient a combination of 
io therapeutic agents comprising (A) a member selected from the group consisting of a compound of Formula (I) as 

defined in claim 1; and a therapeutic agent comprising one protease inhibitor in combination with two NRTIs; or 
(B) the combination of therapeutic agents recited in (A) where either said protease inhibitor component, or one or 
both of said NRTIs is/are replaced by a compound of Formula (I) as defined in claim 1 . 

is 14. A method according to claim 9 wherein said method comprises treating HIV-infected individuals that have failed 
antiviral therapy comprising adminstering to said patient a combination of therapeutic agents comprising (A) a 
member selected from the group consisting of a compound as claimed in claim 1 ; or (B) a therapeutic agent 
comprising one protease inhibitor in combination with two NRTIs where either said protease inhibitor component, 
or one or both of said NRTIs is/are replaced by a compound of Formula (I) as defined in claim 1 . 

20 

15. A method according to claim 10 further comprising coadministering with said compound of Formula (I) as defined 
in claim 1 one or more supplementary therapeutic agents which provide auxiliary treatment of diseases or condi- 
tions directly resulting Irom or indirectly accompanying infection by HIV, including AIDS resulting therefrom, wherein 
said supplementary therapeutic agent is one or more members selected from the group consisting of proliferation 

2B inhibitors; immunomodulators; interferon or interferon derivatives; fusion inhibitors; integrase inhibitors; RnaseH 

inhibitors; and inhibitors of viral transcription and RNA replication. 

16. A method according to claim 15 wherein said proliferation inhibitor is hydroxyurea; said immunomodulator is sar- 
gramostim; said fusion inhibitor is AMD3100, T-20, PRO-542, AD-349, or BB-10010; and said integrase inhibitor 

30 isAR177 

17. A pharmaceutical composition for treating or preventing infection by human immunodeficiency virus (HIV) in a 
patient which is in need of such treatment or is a prospective beneficiary of such prevention, including treatment 
or prevention of acquired immunodeficiency syndrome (AIDS) resulting therefrom, comprising an amount of a 

35 compound as claimed in claim 1 which is therapeutically effective to treat or prevent said infection by HIV or AIDS 

resulting therefrom, together with a pharmaceutical^ acceptable carrier therefor. 

18. A pharmaceutical composition according to claim 17 further including in combination with a compound of Formula 
(I) as claimed in claim 1 , one or more additional therapeutic agents for treating or preventing HIV infection com- 

40 prising one or more members independently selected from the group consisting essentially of (1 ) inhibitors of HIV 

protease; and (2) inhibitors of HIV reverse transcriptase. 

19. A pharmaceutical composition according to claim 1 8 wherein: (1 ) said inhibitors of HIV protease comprise one or 
more members independently selected from the group consisting of indinavir, ritonavir, saquinavir, nelfinavir and 

45 amprenavir; and (2) said inhibitors of HIV reverse transcriptase comprise one or more members selected from the 

group consisting of (a) non-nucleoside reverse transcriptase inhibitors selected from nevirapine, delavirdine, and 
efavirenz; and (b) nucleoside/nucleotide inhibitors selected from zidovudine, didanosine, zalcitabine, stavudine, 
lamivudine, abacavir, and adefovir dipivoxil. 

so 20. A pharmaceutical composition according to claim 18 wherein said inhibitors of HIV protease and said inhibitors of 
HI V reverse transcriptase comprise one or more members selected from the group consisting of indinavir; ritonavir; 
saquinavir; nelfinavir; amprenavir; nevirapine; delavirdine; efavirenz; zidovudine; didanosine; zalcitabine, stavu- 
dine; lamivudine; abacavir; adefovir dipivoxil; FTC; PMPA; fozivudine todoxil; talviraline; S-1153; MKC-442; MSC- 
204; MSH-372; DMP450; PNU-1 40690; ABT-378; and KNI-764. 

55 

21. A pharmaceutical composition according to claim 17 further comprising coadministering with said compound of 
Formula (1 ) as defined in claim 1 one or more supplementary therapeutic agents which provide auxiliary treatment 
of diseases or conditions directly resulting from or indirectly accompanying infection by HIV, including AIDS result- 
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mg therefrom, wherein said supplementary therapeutic agent is one or more members selected from the group 
consisting of proliferation inhibitors; immunomodulatory interferon or interferon derivatives fusion inhibitors in- 
tegrase inhibitors; RNaseH inhibitors; and inhibitors of viral transcription and RNA replication. 

A pharmaceutical composition according to claim 21 wherein said proliferation inhibitor is hydroxyurea' said im- 
munomodulator is sargramostim; said fusion inhibitor is AMD3100, T-20 PRO-542 AD-349 or BG-10010 pnri 
said integrase inhibitor is AR1 77. ' 

23. A method of evaluating a putative HIV retrovirus mutant for resistance to anti-HIV therapeutic agents comprising 
isolating said putatrve mutant virus from an in vitro culture thereof; an in vitro animal infection model thereof or 
from patient samples where said patient is undergoing optimal or suboptimal treatment comprising administration 
of a compound as defined in claim 1 , alone or together in any combination thereof with one or more therapeutic 
agents for treating or preventing HIV infection. . 

is 24. A mutant HIV virus or component part thereof, prepared in accordance with the procedures of claim 23. 

25. A mutant HI V virus or component thereof according to claim 23 wherein said component is the complete envelope 
protein thereof, or infections fragment thereof. 

A method of discovering the presence of, and/or confirming the activity of a chemokine modulator having activity 
against a mutant HIV virus, comprising using as a probe for effecting said discovery and/or confirmation a mutant 
HIV virus or component thereof according to claim 23. 

A diagnostic agent for use in choosing a therapeutic regimen and/or predicting the outcome for a patient being 
treated for infection by a mutant HIV virus, wherein said diagnostic agent comprises a mutant HIV virus or com- 
ponent thereof according to claim 21 . 



20 26. 



27. 



28. A pharmaceutical composition for treating or preventing a respiratory disease or condition comprising an amount 
of a compound claimed in any of claims 1 to 5 which is effective to treat said disease or condition together with a 
30 pharmaceutical^ effective carrier therefor. 



29. A compound as claimed in claims 1 to 5 in purified form. 

A pharmac 
excipients. 



30. A pharmaceutical composition comprising a compound as claimed in any of claims 1 to 5 and one or more inert 
3 $ exciDients 
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